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ESSENTIAL BACTERIAL GENES AND THEIR USE 

Background of the Invention 
The invention relates to essential bacterial genes and their use in identifying 
antibacterial agents. 
5 Bacterial infections may be cutaneous, subcutaneous, or systemic. 

Opportunistic bacterial infections proliferate, especially in patients afflicted with 
AIDS or other diseases that compromise the immune system. The bacterium 
Streptococcus pneumonia typically infects the respiratory tract and can cause lobar 
pneumonia, as well as meningitis, sinusitis, and other infections. 

10 Summary of the Invention 

The invention is based on the discovery of 23 genes in the bacterium 
Streptococcus pneumoniae, and a related gene in the bacterium Bacillus subtilis, 
that are located within operons that are essential for survival. These 23 
Streptococcus genes are referred to herein as "GEP genes" (which stands for 

15 general essential protein); for convenience, the polypeptides encoded by these genes 
are referred to herein as "GEP polypeptides." Each GEP gene is located within an 
operon that contains a gene that is essential for survival of Streptococcus 
pneumoniae; the essential gene can be the GEP gene or another gene located within 
the same operon. Bacterial operons contain several genes that are related, e.g., 

20 with respect to function or biochemical pathway. Transcription of an operon leads 
to the production of a single transcript in which multiple coding regions are linked. 
Thus, an operon containing one or more essential genes can be considered an 
"essential operon," since disruption of expression of one gene located within the 
operon will interfere with expression of the other genes in the operon. Each coding 

25 region of the transcript is separately translated into an individual polypeptide by 
ribosomes that initiate translation at multiple points along the transcript. Having 
identified one gene in the operon, one can readily identify and sequence the other 
genes located within the operon. 
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The genes encoding the GEP polypeptides are useful molecular tools for 
identifying similar genes in pathogenic microorganisms, such as pathogenic strains 
of Bacillus. In addition, the operons containing genes encoding GEP polypeptides, 
and the polypeptides encoded by such operons, are useful targets for identifying 
5 compounds that are inhibitors of the pathogens in which the GEP polypeptides are 
expressed. Such inhibitors inhibit bacterial growth by being bacteriostatic (e.g., 
inhibiting reproduction or cell division) or by being bacteriocidal (i.e., by causing 
cell death). 

The invention, therefore, features an isolated polypeptide encoded by a 

10 nucleic acid located within an operon encoding a GEP polypeptide, termed gepl03, 
having the amino acid sequence set forth in SEQ ID NO:l, or conservative 
variations thereof. An isolated operon comprising a nucleic acid encoding gep!03 
also is included within the invention. In addition, the invention includes an 
isolated nucleic acid of (a) an operon comprising the sequence of SEQ ID NO:2, as 

15 depicted in Fig. 1, or degenerate variants thereof; (b) an operon comprising the 

sequence of SEQ ID NO:2, or degenerate variants thereof, wherein T is replaced by 
U; (c) nucleic acids complementary to (a) and (b); and (d) fragments of (a), (b), 
and (c) that are at least 15 base pairs in length and that hybridize under stringent 
conditions to genomic DNA encoding the polypeptide of SEQ ID NO:l. As 

20 described above for gepl03, other nucleic acids and polypeptides encoded by 
nucleic acids located within operons encoding GEP polypeptides are included 
within the invention, including: (a) operons comprising the nucleic acids 
represented by the SEQ ID NOs. listed below, as depicted in the Figures listed 
below, or degenerate variants thereof; (b) operons comprising the nucleic acids 

25 represented by the SEQ ID NOs. listed below, wherein T is replaced by U; 

(c) nucleic acids complementary to (a) and (b); and (d) fragments of (a), (b), and 
(c) that are at least 15 base pairs in length and that hybridize under stringent 
conditions to genomic DNA encoding the polypeptides represented by the SEQ ID 
NOs. listed below. 
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Table 1 : GEP nucleic acids and polypeptides 





GEP Nucleic 
Acid or 
Polypeptide 


Figure 
No. 


SEQ ID No. 
of Amino 
Acid 

Sequence 


SEQ ID No. of 
the Coding 
Strand of the 
Nucleic Acid 

aequence 


SEQ ID No. 
of the Non- 
coding 
Strand of 
the Nucleic 
Acid 

Sequence 
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gepl03 


1 


1 


2 


3 




geplll9 


2 


4 


5 


6 




gepll22 


3 


7 


8 


9 




gepl315 


4 


10 


11 


12 




gepl493 


5 


13 


14 


15 


10 


gepl507 


6 


16 


17 


18 




gepl511 


7 


19 


20 


21 




gepl518 


8 


22 


23 


24 




gepl546 


9 


25 


26 


27 




gepl551 


10 


28 


29 


30 


15 


gepl561 


11 


31 


32 


33 




gepl580 


12 


34 


35 


36 




gepl713 


13 


37 


38 


39 




gep222 


14 


40 


41 


42 




gep2283 


15 


43 


44 


45 


20 


gep273 


16 


46 


47 


48 




gep286 


17 


49 


50 


51 




gep311 


18 


52 


53 


54 




gep3262 


19 


55 


56 


57 




gep3387 


20 


58 


59 


60 


25 


gep47 


21 


61 


62 


63 



WO 99/33871 



PCI7US98/27918 



- 4 - 



GEP Nucleic 


Figure 


SEQ ID No. 


SEQ ID No. of 


SEQ ID No. 


Acid or 


[NO. 


of Amino 


me coding 


oi me iNon- 


Polypeptide 




Acid 
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coding 






Sequence 
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Mrand of 








Sequence 
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Sequence 


gep61 


22 


64 


65 


66 


gep76 


23 


67 


68 


69 



The invention also includes allelic variants (i.e., genes encoding isozymes) 
of the genes located within operons encoding the GEP polypeptides listed above. 
5 For example, the invention includes a gene that encodes a GEP polypeptide but 
which gene includes one or more point mutations, deletions, promotor variants, or 
splice site variants, provided that the resulting GEP polypeptide functions as a GEP 
polypeptide (e.g., as determined in a conventional complementation assay). 
Identification of these GEP genes and the determination that they are 
10 located within operons containing an essential gene allows homologs of the GEP 
genes to be found in other organisms strains of Streptococcus. Also, orthologs of 
these genes can be identified in other species (e.g., Bacillus sp.). While 
"homologs" are structurally similar genes contained within a species, "orthologs" 
are functionally equivalent genes from other species (within or outside of a given 
15 genus, e.g., from Bacillus subtilis or E. coli). Such homologs and orthologs are 
expected to be located within operons that are essential for survival. Such 
homologous and orthologous genes and polypeptides can be used to identify 
compounds that inhibit the growth of the host organism (e.g., compounds that are 
bacteriocidal or bacteriostatic against pathogenic strains of the organism). 
20 Homologous and orthologous genes and polypeptides that are essential for survival 
can serve as targets for identifying a broad spectrum of antibacterial agents. 

An ortholog of gepl493, termed B-yneS, has been identified in B. subtilis 
and is essential for survival of B. subtilis. The amino acid sequence (SEQ ID NO: 
70), coding sequence (SEQ ID NO:71), and non-coding sequence (SEQ ID NO:72) 
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of B-yneS is set forth in Fig. 24. As with the other polypeptides and genes 
disclosed herein, the B-yneS polypeptide and gene can be used in the methods 
described herein to identify antibacterial agents. 

The term gepl03 polypeptide or gene as used herein is intended to include 
5 the polypeptide and gene set forth in Fig. 1 herein, as well as homologs of the 
sequences set forth in Fig. 1. Also encompassed by the term gepl03 gene are 
degenerate variants of the nucleic acid sequence set forth in Fig. 1 (SEQ ID NO:2). 
Degenerate variants of a nucleic acid sequence exist because of the degeneracy of 
the amino acid code; thus, those sequences that vary from the sequence represented 
10 by SEQ ID NO:2, but which nonetheless encode a gepl03 polypeptide are included 
within the invention. Likewise, because of the similarity in the structures of amino 
acids, conservative variations (as described herein) can be made in the amino acid 
sequence of the gepl03 polypeptide while retaining the function of the polypeptide 
(e.g., as determined in a conventional complementation assay). Other gepl03 
15 polypeptides and genes identified in additional Streptococcus strains may be such 
conservative variations or degenerate variants of the particular gepl03 polypeptide 
and nucleic acid set forth in Fig. 1 (SEQ ID NOs:l and 2, respectively). The 
gepl03 polypeptide and gene share at least 80%, e.g., 90%, sequence identity with 
SEQ ID NOs:l and 2, respectively. Regardless of the percent sequence identity 
20 between the gepl03 sequence and the sequence represented by SEQ ID NOs:l and 
2, the gepl03 genes and polypeptides encompassed by the invention are able to 
complement for the lack of gep!03 function (e.g., in a temperature-sensitive 
mutant) in a standard complementation assay. Additional gepl03 genes that are 
identified and cloned from additional Streptococcus strains, and pathogenic strains 
25 in particular, can be used to produce gepl03 polypeptides for use in the various 
methods described herein, e.g., for identifying antibacterial agents. Likewise, the 
terms gep!119, gep!122, gep!315, gepl493, gepl507, geplSll, gepl518, gepl546, 
geplSSl, gepl561, gep!580, gepl713, gep222, gep2283, gep273, gep286, gep311, 
gep3262, gep3387, gep47, gep61, and gep76 encompass homologs, conservative 
30 variations, and degenerate variants of the sequences depicted in Figs. 2-23, 
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respectively. Such homologs, conservative variations, and degenerate variants also 
are included within the invention. 

Since the various GEP genes described herein have been identified and 
shown to be located within operons that are essential for survival, the GEP genes 
5 and polypeptides encoded by nucleic acid sequences located within operons 
containing GEP genes and their homologs and orthologs can be used to identify 
antibacterial agents. More specifically, the polypeptides encoded by nucleic acid 
sequences located within operons containing GEP genes can be used, separately or 
together, in assays to identify test compounds that bind to these polypeptides. Such 
10 test compounds are expected to be antibacterial agents, in contrast to compounds 
that do not bind to these GEP polypeptides. As described herein, any of a variety 
of art-known methods can be used to assay for binding of test compounds to the 
polypeptides. The invention includes, for example, a method for identifying an 
antibacterial agent where the method entails: (a) contacting a polypeptide encoded 
15 by a nucleic acid sequence located within an operon containing a GEP gene, or 
homolog or ortholog thereof, with a test compound; (b) detecting binding of the 
test compound to the polypeptide or homolog or ortholog; and (c) determining 
whether a test compound that binds to the polypeptide or homolog or ortholog 
inhibits growth of bacteria, relative to growth of bacteria cultured in the absence of 
20 the test compound that binds to the polypeptide or homolog or ortholog, as an 
indication that the test compound is an antibacterial agent. 

In various embodiments, the GEP polypeptide is derived from a non- 
pathogenic or pathogenic Streptococcus strain, such as Streptococcus pneumoniae, 
Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus endocarditis, 
25 Streptococcus faecium, Streptococcus sangus, Streptococcus viridans, and 

Streptococcus hemolyticus. Suitable orthologs of the Streptococcus GEP genes can 
be derived from the bacterium Bacillus subtilis. The test compound can be 
immobilized on a substrate, and binding of the test compound to the polypeptide or 
homolog or ortholog can be detected as immobilization of the polypeptide or 
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homolog or ortholog on the immobilized test compound, e.g., in an immunoassay 
with an antibody that specifically binds to the polypeptide. 

If desired, the test compound can be a test polypeptide (e.g., a polypeptide 
having a random or predetermined amino acid sequence; or a naturally-occurring or 

5 synthetic polypeptide). Alternatively, the test compound can be a nucleic acid, 
such as a DNA or RNA molecule. In addition, small organic molecules can be 
tested. The test compound can be a naturally-occurring compound or it can be 
synthetically produced, if desired. Synthetic libraries, chemical libraries, and the 
like can be screened to identify compounds that bind to the polypeptides. More 

10 generally, binding of test compounds to the polypeptide or homolog or ortholog 
can be detected either in vitro or in vivo. Regardless of the source of the test 
compound, the polypeptides described herein can be used to identify compounds 
that are bacterioidal or bacteriostatic to a variety of pathogenic or non-pathogenic 
strains. 

15 In an exemplary method, binding of a test compound to a polypeptide 

encoded by a nucleic acid located within an operon containing a GEP gene can be 
detected in a conventional two-hybrid system for detecting protein/protein 
interactions (e.g., in yeast or mammalian cells). Generally, in such a method, 
(a) the polypeptide encoded by a nucleic acid located within an operon containing a 

20 GEP gene is provided as a fusion protein that includes the polypeptide fused to (i) 
a transcription activation domain of a transcription factor or (ii) a DNA-binding 
domain of a transcription factor; (b) the test polypeptide is provided as a fusion 
protein that includes the test polypeptide fused to (i) a transcription activation 
domain of a transcription factor or (ii) a DNA-binding domain of a transcription 

25 factor; and (c) binding of the test polypeptide to the polypeptide is detected as 
reconstitution of a transcription factor. Homologs and orthologs of the GEP 
polypeptides can be used in similar methods. Reconstitution of the transcription 
factor can be detected, for example, by detecting transcription of a gene that is 
operably linked to a DNA sequence bound by the DNA-binding domain of the 

30 reconstituted transcription factor {See, for example, White, 1996, Proc. Natl. Acad. 
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Sci. 93:10001-10003 and references cited therein and Vidal et aL, 1996, Proc. Natl. 
Acad. Sci. 93:10315-10320). 

In an alternative method, an isolated operon containing a nucleic acid 
molecule encoding a GEP polypeptide is used to identify a compound that 
5 decreases the expression of a GEP polypeptide in vivo. Such compounds can be 
used as antibacterial agents. To discover such compounds, cells that express a GEP 
polypeptide are cultured, exposed to a test compound (or a mixture of test 
compounds), and the level of expression or activity is compared with the level of 
GEP polypeptide expression or activity in cells that are otherwise identical but that 
10 have not been exposed to the test compound(s). Many standard quantitative assays 
of gene expression can be utilized in this aspect of the invention. 

To identify compounds that modulate expression of a GEP polypeptide (or 
homologous or orthologous sequence), the test compound(s) can be added at 
varying concentrations to the culture medium of cells that express a GEP 
15 polypeptide (or homolog or ortholog), as described herein. Such test compounds 
can include small molecules (typically, non-protein, non-polysaccharide chemical 
entities), polypeptides, and nucleic acids. The expression of the GEP polypeptide 
is then measured, for example, by Northern blot PCR analysis or RNAse protection 
analyses using a nucleic acid molecule of the invention as a probe. The level of 
20 expression in the presence of the test molecule, compared with the level of 

expression in its absence, will indicate whether or not the test molecule alters the 
expression of the GEP polypeptide. Because the GEP polypeptides are expressed 
from operons that are essential for survival, test compounds that inhibit the 
expression and/or function of the GEP polypeptide will inhibit growth of the cells 
25 or kill the cells. 

Compounds that modulate the expression of the polypeptides of the 
invention can be identified by carrying out the assays described herein and then 
measuring the levels of the GEP polypeptides expressed in the cells, e.g., by 
performing a Western blot analysis using antibodies that bind to a GEP 
30 polypeptide. 



WO 99/33871 



PCT/US98/27918 



- 9 - 

The invention further features methods of identifying from a large group of 
mutants those strains that have conditional lethal mutations. In general, the gene 
and corresponding gene product are subsequently identified, although the strains 
themselves can be used in screening or diagnostic assays. The mechanism(s) of 
5 action for the identified genes and gene products provide a rational basis for the 
design of antibacterial therapeutic agents. These antibacterial agents reduce the 
action of the gene product in a wild type strain, and therefore are useful in treating 
a subject with that type, or a similarly susceptible type of infection by 
administering the agent to the subject in a pharmaceutically effective amount. 
10 Reduction in the action of the gene product includes competitive inhibition of the 
gene product for the active site of an enzyme or receptor; non-competitive 
inhibition; disrupting an intracellular cascade path which requires the gene product; 
binding to the gene product itself, before or after post-translational processing; and 
acting as a gene product mimetic, thereby down-regulating the activity. 
15 Therapeutic agents include monoclonal antibodies raised against the gene product. 
Furthermore, the presence of the gene sequence in certain cells (e.g., a 
pathogenic bacterium of the same genus or similar species), and the absence or 
divergence of the sequence in host cells can be determined, if desired. Therapeutic 
agents directed toward genes or gene products that are not present in the host have 
20 several advantages, including fewer side effects, and lower overall dosage. 

The invention includes pharmaceutical formulations that include a 
pharmaceutically acceptable excipient and an antibacterial agent identified using the 
methods described herein. In particular, the invention includes pharmaceutical 
formulations that contain antibacterial agents that inhibit the growth of, or kill, 
25 pathogenic Streptococcus strains. Such pharmaceutical formulations can be used 
for treating a Streptococcus infection in an organism. Such a method entails 
administering to the organism a therapeutically effective amount of the 
pharmaceutical formulation. In particular, such pharmaceutical formulations can be 
used to treat streptococcal pneumonia in mammals such as humans and 
30 domesticated mammals (e.g., cows, pigs, dogs, and cats), and in plants. The 
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efficacy of such antibacterial agents in humans can be estimated in an animal 
model system well known to those of skill in the art (e.g., mouse and rabbit model 
systems). 

Also included within the invention are polyclonal and monoclonal antibodies 
5 that specifically bind to the various GEP polypeptides described herein (e.g., 
gepl03). Such antibodies can facilitate detection of GEP polypeptides in various 
Streptococcus strains. These antibodies also are useful for detecting binding of a 
test compound to GEP polypeptides (e.g., using the assays described herein). In 
addition, monoclonal antibodies that bind to GEP polypeptides are themselves 
10 adequate antibacterial agents when administered to a mammal, as such monoclonal 
antibodies are expected to impede one or more functions of GEP polypeptides. 

As used herein, "nucleic acids" encompass both RNA and DNA, including 
genomic DNA and synthetic (e.g., chemically synthesized) DNA. The nucleic acid 
can be double-stranded or single-stranded. Where single-stranded, the nucleic acid 
15 may be a sense strand or an antisense strand. The nucleic acid may be synthesized 
using oligonucleotide analogs or derivatives (e.g., inosine or phosphorothioate 
nucleotides). Such oligonucleotides can be used, for example, to prepare nucleic 
acids that have altered base-pairing abilities or increased resistance to nucleases. 
An "isolated nucleic acid" is a DNA or RNA that is not immediately 
20 contiguous with both of the coding sequences with which it is immediately 
contiguous (one on the 5' end and one on the V end) in the naturally occurring 
genome of the organism from which it is derived. Thus, in one embodiment, an 
isolated nucleic acid includes some or all of the 5' non-coding (e.g., promoter) 
sequences that are immediately contiguous to the coding sequence. The term 
25 therefore includes, for example, a recombinant DNA that is incorporated into a 
vector, into an autonomously replicating plasmid or virus, or into the genomic 
DNA of a prokaryote or eukaryote, or which exists as a separate molecule (e.g., a 
genomic DNA fragment produced by PCR or restriction endonuclease treatment) 
independent of other sequences. It also includes a recombinant DNA that is part of 
30 a hybrid gene encoding an additional polypeptide sequence. The term "isolated" 
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can refer to a nucleic acid or polypeptide that is substantially free of cellular 
material, viral material, or culture medium (when produced by recombinant DNA 
techniques), or chemical precursors or other chemicals (when chemically 
synthesized). Moreover, an "isolated nucleic acid fragment" is a nucleic acid 
5 fragment that is not naturally occurring as a fragment and would not be found in 
the natural state. As used herein, the term "isolated nucleic acid molecule" includes 
an operon containing a contiguous cluster of linked sequences. "Isolated operons" 
are those operons that are not naturally occurring and which are not associated with 
the sequences by which they are normally surrounded in a bacterial genome. 
10 A nucleic acid sequence that is "substantially identical" to a GEP nucleotide 

sequence is at least 80% (e.g., 85%) identical to the nucleotide sequence of the 
nucleic acid sequences represented by the SEQ ID NOs listed in Table 1, as 
depicted in Figs. 1-23. For purposes of comparison of nucleic acids, the length of 
the reference nucleic acid sequence will generally be at least 40 nucleotides, e.g., at 
15 least 60 nucleotides or more nucleotides. Sequence identity can be measured using 
sequence analysis software (e.g., Sequence Analysis Software Package of the 
Genetics Computer Group, University of Wisconsin Biotechnology Center, 1710 
University Avenue, Madison, WI 53705). 

The GEP polypeptides useful in practicing the invention include, but are not 
20 limited to, recombinant polypeptides and natural polypeptides. Also useful in the 
invention are nucleic acid sequences that encode forms of GEP polypeptides in 
which naturally occurring amino acid sequences are altered or deleted. Preferred 
nucleic acids encode polypeptides that are soluble under normal physiological 
conditions. Also within the invention are nucleic acids encoding fusion proteins in 
25 which a portion of a GEP polypeptide is fused to an unrelated polypeptide (e.g., a 
marker polypeptide or a fusion partner) to create a fusion protein. For example, 
the polypeptide can be fused to a hexa-histidine tag to facilitate purification of 
bacterially expressed polypeptides, or to a hemagglutinin tag to facilitate 
purification of polypeptides expressed in eukaryotic cells. The invention also 
30 includes, for example, isolated polypeptides (and the nucleic acids that encode these 
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polypeptides) that include a first portion and a second portion; the first portion 
includes, e.g., a GEP polypeptide, and the second portion includes an 
immunoglobulin constant (Fc) region or a detectable marker. 

The fusion partner can be, for example, a polypeptide which facilitates 

5 secretion, e.g., a secretory sequence. Such a fused polypeptide is typically referred 
to as a preprotein. The secretory sequence can be cleaved by the host cell to form 
the mature protein. Also within the invention are nucleic acids that encode a GEP 
polypeptide fused to a polypeptide sequence to produce an inactive preprotein. 
Preproteins can be converted into the active form of the protein by removal of the 

10 inactivating sequence. 

The invention also includes nucleic acids that hybridize, e.g., under stringent 
hybridization conditions (as defined herein) to all or a portion of the nucleotide 
sequences represented by the SEQ ID NOs. listed in Table 1 , or their complements. 
The hybridizing portion of the hybridizing nucleic acids is typically at least 15 

15 (e.g., 20, 30, or 50) nucleotides in length. The hybridizing portion of the 
hybridizing nucleic acid is at least 80%, e.g., at least 95%, or at least 98%, 
identical to the sequence of a portion or all of a nucleic acid encoding a GEP 
polypeptide or its complement. Hybridizing nucleic acids of the type described 
herein can be used as a cloning probe, a primer (e.g., a PCR primer), or a 

20 diagnostic probe. Nucleic acids that hybridize to the nucleotide sequences 
represented by the SEQ ID NOs. listed in Table 1 are considered "antisense 
oligonucleotides." Also included within the invention are ribozymes that inhibit the 
function of operons containing the GEP genes of the invention, as determined, for 
example, in a complementation assay. 

25 Also useful in the invention are various cells, e.g., transformed host cells, 

that contain a GEP nucleic acid described herein. A "transformed cell" is a cell 
into which (or into an ancestor of which) has been introduced, by means of 
recombinant DNA techniques, a nucleic acid encoding a GEP polypeptide. Both 
prokaryotic and eukaryotic cells are included, e.g., bacteria, Streptococcus, Bacillus, 

30 and the like. 
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Also useful in the invention are genetic constructs (e.g., vectors and 
plasmids) that include a nucleic acid of the invention which is operably linked to a 
transcription and/or translation sequence to enable expression, e.g., expression 
vectors. By "operably linked" is meant that a selected nucleic acid, e.g., a DNA 
5 molecule encoding a GEP polypeptide, is positioned adjacent to one or more 
sequence elements, e.g., a promoter, which directs transcription and/or translation 
of the sequence such that the sequence elements can control transcription and/or 
translation of the selected nucleic acid. 

The invention also features purified or isolated polypeptides encoded by 
10 nucleic acids located within operons containing GEP genes, as listed in Table 1. 
As used herein, both "protein" and "polypeptide" mean any chain of amino acids, 
regardless of length or post-translational modification (e.g., glycosylation or 
phosphorylation). Thus, the terms gepl03 polypeptide, geplll9 polypeptide, 
gepll22 polypeptide, gepl315 polypeptide, gepl493 polypeptide, gepl507 
15 polypeptide, geplSll polypeptide, gepl518 polypeptide, gepl546 polypeptide, 
gepl551 polypeptide, gepl561 polypeptide, gepl580 polypeptide, gepl713 
polypeptide, gep222 polypeptide, gep2283 polypeptide, gep273 polypeptide, gep286 
polypeptide, gep311 polypeptide, gep3262 polypeptide, gep3387 polypeptide, gep47 
polypeptide, gep61 polypeptide, and gep76 polypeptide include full-length, 
20 naturally occurring gepl03, geplll9, gepll22, gepl315, gepl493, gepl507, 
geplSll, gepl518, gepl546, gepl551, gepl561, gepl580, gepl713, gep222, 
gep2283, gep273, gep286, gep311, gep3262, gep3387, gep47, gep61, and gep76 
proteins, respectively, as well as recombinantly or synthetically produced 
polypeptides that correspond to the full-length, naturally occurring proteins, or to a 
25 portion of the naturally occurring or synthetic polypeptide. 

A "purified" or "isolated" compound is a composition that is at least 60% by 
weight the compound of interest, e.g., a GEP polypeptide or antibody. Preferably 
the preparation is at least 75% (e.g., at least 90% or 99%) by weight the compound 
of interest. Purity can be measured by any appropriate standard method, e.g., 
30 column chromatography, polyacrylamide gel electrophoresis, or HPLC analysis. 
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Preferred GEP polypeptides include a sequence substantially identical to all 
or a portion of a naturally occurring GEP polypeptide, e.g., including all or a 
portion of the sequences shown in Figs. 1-23. Polypeptides "substantially identical 11 
to the GEP polypeptide sequences described herein have an amino acid sequence 
5 that is at least 80% (e.g., 85%, 90%, 95%, or 99%) identical to the amino acid 
sequence of the GEP polypeptides represented by the SEQ ID NOs. listed in Table 
1 . For purposes of comparison, the length of the reference GEP polypeptide 
sequence will generally be at least 16 amino acids, e.g., at least 20 or 25 amino 
acids. 

10 In the case of polypeptide sequences that are less than 100% identical to a 

reference sequence, the non-identical positions are preferably, but not necessarily, 
conservative substitutions for the reference sequence. Conservative substitutions 
typically include substitutions within the following groups: glycine and alanine; 
valine, isoleucine, and leucine; aspartic acid and glutamic acid; asparagine and 

15 glutamine; serine and threonine; lysine and arginine; and phenylalanine and 
tyrosine. 

Where a particular polypeptide is said to have a specific percent identity to 
a reference polypeptide of a defined length, the percent identity is relative to the 
reference polypeptide. Thus, a polypeptide that is 50% identical to a reference 

20 polypeptide that is 100 amino acids long can be a 50 amino acid polypeptide that is 
completely identical to a 50 amino acid long portion of the reference polypeptide. 
It also might be a 100 amino acid long polypeptide which is 50% identical to the 
reference polypeptide over its entire length. Of course, other polypeptides also will 
meet the same criteria. 

25 The invention also features purified or isolated antibodies that specifically 

bind to a GEP polypeptide. By "specifically binds" is meant that an antibody 
recognizes and binds to a particular antigen, e.g., a GEP polypeptide, but does not 
substantially recognize and bind to other molecules in a sample, e.g., a biological 
sample that naturally includes a GEP polypeptide. 
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In another aspect, the invention features a method for detecting a GEP 
polypeptide in a sample. This method includes: obtaining a sample suspected of 
containing a GEP polypeptide; contacting the sample with an antibody that 
specifically binds to a GEP polypeptide under conditions that allow the formation 
5 of complexes of an antibody and the GEP polypeptide; and detecting the 

complexes, if any, as an indication of the presence of a GEP polypeptide in the 
sample. 

Also encompassed by the invention is a method of obtaining a gene related 
to (i.e., a functional homolog or ortholog of) a GEP gene. Such a method entails 

10 obtaining a labeled probe that includes an isolated nucleic acid which encodes all 
or a portion of a GEP nucleic acid, or a homolog or ortholog thereof; screening a 
nucleic acid fragment library with the labeled probe under conditions that allow 
hybridization of the probe to nucleic acid fragments in the library, thereby forming 
nucleic acid duplexes; isolating labeled duplexes, if any; and preparing a full-length 

1 5 gene sequence from the nucleic acid fragments in any labeled duplex to obtain a 
gene related to the GEP gene. 

The invention offers several advantages. For example, the methods for 
identifying antibacterial agents can be configured for high throughput screening of 
numerous candidate antibacterial agents. 

20 Unless otherwise defined, all technical and scientific terms used herein have 

the same meaning as commonly understood by one of ordinary skill in the art to 
which this invention belongs. Although methods and materials similar or 
equivalent to those described herein can be used in the practice or testing of the 
present invention, suitable methods and materials are described herein. All 

25 publications, patent applications, patents, and other references mentioned herein are 
incorporated herein by reference in their entirety. In the case of a conflict, the 
present specification, including definitions, will control. In addition, the materials, 
methods, and examples are illustrative and are not intended to limit the scope of 
the invention, which is defined by the claims. 
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Other features and advantages of the invention will be apparent from the 
following detailed description, and from the claims. 

Brief Description of the Drawings 
Fig. 1 is a representation of the amino acid and coding strand and non- 
5 coding strand nucleic acid sequences of the gepl03 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:l, 2, and 3 respectively). 

Fig. 2 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the geplll9 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:4, 5 and 6, respectively). 

10 Fig. 3 is a representation of the amino acid and coding strand and non- 

coding strand nucleic acid sequences of the gepll22 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:7, 8, and 9, respectively). 

Fig. 4 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gepl315 polypeptide and gene from a 
15 Streptococcus pneumonia strain (SEQ ID NOs:10, 11, and 12, respectively). 

Fig. 5 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gepl493 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:13, 14, and 15, respectively). 

Fig. 6 is a representation of the amino acid and coding strand and non- 
20 coding strand nucleic acid sequences of the gepl507 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:16, 17, and 18, respectively). 
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Fig. 7 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the geplSll polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:19, 20, and 21, respectively). 

Fig. 8 is a representation of the amino acid and coding strand and non- 
5 coding strand nucleic acid sequences of the gepl518 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:22, 23, and 24, respectively). 

Fig. 9 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gepl546 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:25, 26, and 27, respectively). 

10 Fig. 10 is a representation of the amino acid and coding strand and non- 

coding strand nucleic acid sequences of the gepl551 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:28, 29, and 30, respectively). 

Fig. 1 1 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gepl561 polypeptide and gene from a 
15 Streptococcus pneumonia strain (SEQ ID NOs:31, 32, and 33, respectively). 

Fig. 12 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gepl580 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:34, 35, and 36, respectively). 

Fig. 13 is a representation of the amino acid and coding strand and non- 
20 coding strand nucleic acid sequences of the gepl713 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:37, 38, and 39, respectively). 
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Fig. 14 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gep222 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:40, 41, and 42, respectively). 

Fig. 15 is a representation of the amino acid and coding strand and non- 
5 coding strand nucleic acid sequences of the gep2283 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:43, 44, and 45, respectively). 

Fig. 16 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gep273 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:46, 47, and 48, respectively). 

10 Fig. 17 is a representation of the amino acid and coding strand and non- 

coding strand nucleic acid sequences of the gep286 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:49, 50, and 51, respectively). 

Fig. 1 8 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gep311 polypeptide and gene from a 
15 Streptococcus pneumonia (SEQ ID NOs:52, 53, and 54, respectively). 

Fig. 19 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gep3262 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:55, 56, and 57, respectively). 

Fig. 20 is a representation of the amino acid and coding strand and non- 
20 coding strand nucleic acid sequences of the gep3387 polypeptide and gene from a 
Streptococcus pneumonia (SEQ ID NOs:58, 59, and 60, respectively). 
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Fig. 21 are a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gep47 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:61, 62, and 63, respectively). 

Fig» 22 is a representation of the amino acid and coding strand and non- 
5 coding strand nucleic acid sequences of the gep61 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:64, 65, and 66, respectively). 

Fig. 23 is a representation of the amino acid and coding strand and non- 
coding strand nucleic acid sequences of the gep76 polypeptide and gene from a 
Streptococcus pneumonia strain (SEQ ID NOs:67, 68, and 69, respectively). 

10 Fig. 24 is a representation of the amino acid and coding strand and non- 

coding strand nucleic acid sequences of the B-yneS polypeptide and gene from a 
Bacillus subtilis strain (SEQ ID NOs:70, 71, and 72, respectively). 

Fig. 25 is a schematic representation of the PCR strategy used to produce 
DNA molecules used for targeted deletions of essential genes in Streptococcus 
15 pneumoniae. 

Fig. 26 is a schematic representation of the strategy used to produce 
targeted deletions of essential genes in Streptococcus pneumoniae. 

Detailed Description of the Invention 
Identifying Streptococcus Genes in Essential Operons 
20 As shown by the experiments described below, each of the GEP genes is 

located within an operon that is essential for survival of Streptococcus pneumonia 
Streptococcus pneumonia is available from the ATCC. To identify genes located 
within essential operons, mutants of Streptococcus pneumonia were produced. In 
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general, mutagenesis of Streptococcus pneumonia can be accomplished using any of 
various art-known methods. 

In general, and for the examples set forth below, genes located within 
essential Streptococcus pneumonia operons can be identified using genes from a 

5 Streptococcus pneumonia RX1 genomic library, which was produced using standard 
methods (see Kim et al., Nucl. Acids. Res. 20: 1083-1085 (1992) and Ausubel et 
al. (eds.), 1995, Current Protocols in Molecular Biology, (John Wiley & Sons, 
NY)). Genes in this Streptococcus library were disrupted using a shuttle 
mutagenesis approach with the transposon TnPho-A. Each disrupted gene then was 

10 tested to determine whether it was located within an operon that is essential for 
survival of Streptococcus pneumonia. In this method, 2 ml of LB broth 
supplemented with chloramphenicol (10 |ag/ml), MgS0 4 (10 mM) and maltose 
(0.2%) were inoculated with 50 \x\ of the Streptococcus pneumonia RX-1 plasmid 
library. The culture was grown at 37°C while shaking until the OD 650 of the 

15 culture reached 0.8 (approximately 2 hours). A 1 ml aliquot of TnPho-A- 
containing phage (10 9 pfu/rnl) was added to 1 ml of the Streptococcus culture, 
producing a ratio of approximately 10 phage to 1 cell. The phage and cells were 
incubated at 37°C for 30 minutes. A 4 ml aliquot of LB broth, warmed to 37°C, 
then was added to the phage/cell mixture, and the mixture was incubated at 37°C, 

20 while shaking, for 1 hour. The cells then were pelleted by centrifuging them at 
3500 rpm in a Beckman tabletop centrifuge for 5 minutes. 

The pelleted cells then were resuspended in 800 jil of LB broth, and a 200 
fil aliquot of cells was plated onto each of four petri plates containing LB agar 
supplemented with chloramphenicol (10 jig/ml), kanamycin (50 jig/ml), and 

25 erythromycin (300 /ig/ml). The plates then were incubated overnight at 37°C, and 
the number of colonies appearing on the plates was counted. Approximately 
18,000 colonies then were pooled and used to inoculate 50 ml of LB broth, which 
was incubated overnight at 37°C. Plasmid DNA from the culture then was 
extracted using a Qiagen MIDI Prep Kit; other art-known extraction methods can 

30 be substituted. 



WO 99/33871 



PCT/US98/27918 



- 21 - 

The concentration of the extracted DNA was measured, and 100 ng of the 
DNA was transformed, by electroporation, into £. coli DH10B cells (Gibco BRL). 
A 1 ml aliquot of SOC broth then was added the transformed cells, and the cells 
were incubated at 37°C for 1 hour before being pelleted by centrifugation at 3500 

5 RPM for 5 minutes. The cells then were resuspended in 200 /d of LB broth, and 
aliquots of 2, 20, and 50 /zl were plated onto petri plates containing LB agar and 
antibiotics as described above. After incubating the plates overnight at 37°C, 93 
colonies were picked and used, individually, to inoculate 1.25 ml of Terrific broth 
supplemented with chloramphenicol (10/xg/ml), kanamycin (SO^ig/ml), and 

10 erythromycin (300/ig/ml). The cultures were incubated at 37°G for approximately 
20 hours, while shaking. The DNA from each culture then was extracted, using a 
conventional alkaline lysis miniprep method. 

The extracted DNA samples then were used, individually, to transform 
Streptococcus pneumonia cells in a 96-well microtitre format. The transposon 

15 promotes insertion of the mutagenized gene into the bacterial chromosome. Non- 
transforming clones indicate that the mutation was within an operon containing an 
essential gene. 

The non-transforming clones then were grown in 50 ml of Terrific broth 
supplemented with chloramphenicol (10 /xg/ml), kanamycin (50 /xg/ml), and 

20 erythromycin (300 /ig/ml). DNA from these clones was extracted and 

retransformed into Streptococcus pneumonia and plated on petri dishes to confirm 
that they were non-transforming. The genes located within essential operons then 
were sequenced, using primers that hybridize to sequences of the transposon. The 
sequences of the primers were: 5 , GCAGCCCGGTTTTCCAGAACAGG3 , (SEQ ID 

25 NO: 73) and 5 'GATTT AGCCCAGTCGGCCGCACG3 * (SEQ ID NO: 74). 

In an alternative method, which also was used, the transposon Tn 10 was 
used to disrupt genes in a Streptococcus pneumonia fosmid library, which was 
produced using standard methods. A 50 ml aliquot of TBMM broth supplemented 
with chloramphenicol (10/ig/ml), MgS0 4 (10 mM), and maltose (0.2%) were 

30 inoculated with a single fosmid colony from the fosmid library, and the cultures 
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were grown overnight at 37°C. The cells then were pelleted and resuspended in 5 
ml of LB broth supplemented with chloramphenicol (10 fig/ml), MgS0 4 (10 mM), 
and maltose (0.2%). A 100 /xl aliquot of the cells then was mixed with 100 /il of 
TnlO phage lysate (10 10 pfu/ml), and the mixture was incubated at room 

5 temperature for 15 minutes and then incubated at 37°C for 15 minutes. 

A 5 ml aliquot of LB broth supplemented with IPTG (1 mM) and sodium 
citrate (50 mM) and warmed to 37°C then was added to the cell/phage mixture. 
After incubating the cell/phage mixture at 37°C, while shaking, the cells were 
pelleted and resuspended in 800 /il of LB broth. The cells then were plated onto 4 

10 plates of LB agar supplemented with chloramphenicol (10 fig/ml) and erythromycin 
(300 /ig/ml). After incubating the cells overnight at 37°C, at least 10,000 of the 
resulting colonies were used to inoculate 50 ml of LB broth. DNA then was 
extracted and quantified using standard methods, and 100 ng of DNA were used to 
transform E. coli DH10B cells (Gibco BRL) via electroporation. After adding 1 ml 

15 of SOC broth to the cells, the cells were incubated at 37°C for 1 hour. The cells 
then were pelleted and suspended in 200 /il LB broth, and aliquots of 2, 20, and 50 
/xl were plated onto LB agar supplemented with chloramphenicol (10 /ig/ml), 
kanamycin (50 /ig/ml), and erythromycin (300 /ig/ml). The plates then were 
incubated overnight at 37°C, and 93 colonies were picked and used to inoculate 

20 1.25 ml of Terrific broth supplemented with chloramphenicol (lOjig/ml), 
kanamycin (50 /ig/ml) and erythromycin (300 /ig/ml). These cultures were 
incubated for approximately 20 hours, while shaking, and the DNA was isolated 
using a standard miniprep method. The extracted DNA then was used to transform 
Streptococcus pneumonia, and the genes located within essential operons were 

25 sequenced as described above. The sequences of the primers used for sequencing 
were: 5*CCGCCATTCTTTGCTGTTTCG3 * (SEQ ID NO: 75) and 
5 'TTAC ACGTTACT AAAGGGAATG3 ' (SEQ ID NO: 76). 



WO 99/33871 



PCT/US98/27918 



- 23 - 

Identification of the gep!493. gep!507. ger>1546. geo273, gen286. and gep76 
Genes as Essential Genes 

As shown by the experiments described below, the gepl493, gep!507, 
gepl546, gep273, gep286, and gep76 genes each have been shown to be essential 

5 for survival of Streptococcus pneumoniae. Each of the gepl493, gepl507, 
gepl546, gep273, gep286, and gep76 genes has been identified as essential by 
creating a targeted deletion of each gene, separately, in Streptococcus pneumoniae. 

Each of the gepl493, gepl507, gepl546, gep273, gep286, and gep76 genes 
was, separately, replaced with a nucleic acid sequence conferring resistance to the 

10 antibiotic erythromycin (an "erm 11 gene). Other genetic markers can be used in lieu 
of this particular antibiotic resistance marker. Polymerase chain reaction (PCR) 
amplification was used to make a targeted deletion in the Streptococcus genomic 
DNA, as shown in Fig. 25. Several PCR reactions were used to produce the DNA 
molecules needed to carry out target deletion of the genes of interest. First, using 

15 primers 5 and 6, an erm gene was amplified from pIL252 from B. subtilis 
(available from the Bacillus Genetic Stock Center, Columbus, OH). Primer 5 
consists of 21 nucleotides that are identical to the promoter region of the erm gene 
and complementary to Sequence A. Primer 5 has the sequence 5'GTG TTC GTG 
CTG ACT TGC ACC3' (SEQ ID NO: 77). Primer 6 consists of 21 nucleotides 

20 that are complementary to the 3* end of the erm gene. Primer 6 has the sequence 
5*GAA TTA TTT CCT CCC GTT AAA3* (SEQ ID NO: 78). PCR amplification 
of the erm gene was carried out under the following conditions: 30 cycles of 94°C 
for 1 minute, 55°C for 1 minute, and 72°C for 1.5 minutes, followed by one cycle 
of 72°C for 10 minutes. 

25 In the second and third PCR reactions, sequences flanking the gene of 

interest were amplified and produced as hybrid DNA molecules that also contained 
a portion of the erm gene. The second reaction produced a double-stranded DNA 
molecule (termed "Left Flanking Molecule") that includes sequences upstream of 
the 5' end of the gene of interest and the first 21 nucleotides of the erm gene. As 

30 shown in Fig. 25, this reaction utilized primer 1, which is 21 nucleotides in length 
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and identical to a sequence that is located approximately 500 bp upstream of the 
translation start site of the gene of interest. Primers 1 and 2 are gene-specific and 
include the sequences 5'CTC CGT GAA GTC CAC CTG AT3' (SEQ ID NO:79) 
and 5'GGT GCA AGT CAG CAC GAA CAC GCG ACA TAG GTT CCA GTT 
5 AGG3' (SEQ ID NO:80), respectively, for gepl493. Primer 2 is 42 nucleotides in 
length, with 21 of the nucleotides at the 3' end of the primer being complementary 
to the 5' end of the sense strand of the gene of interest. The 21 nucleotides at the 
5* end of the primer were identical to Sequence A and are therefore complementary 
to the 5' end of the erm gene. Thus, PCR amplification using primers 1 and 2 
10 produced the left flanking DNA molecule, which is a hybrid DNA molecule 

containing a sequence located upstream of the gene of interest and 21 base pairs of 
the erm gene, as shown in Fig. 25. 

The third PCR reaction was similar to the second reaction, but produced the 
right flanking DNA molecule, shown in Fig. 25. The right flanking DNA molecule 
15 contains 21 base pairs of the 3' end of the erm gene, a 21 base pair portion of the 
3' end of the gene of interest, and sequences downstream of the gene of interest. 
This right flanking DNA molecule was produced with gene-specific primers 3 and 
4. For gep 1493, primers 3 and 4 included the sequences 5'TTT AAC GGG AGG 
AAA TAA TTC CCA TAT CGT GGC TCC TGA AT 3' (SEQ ID NO:81) and 
20 5'TAA AGC CCT CAT GTC GAA CC3* (SEQ ID NO:82), respectively. Primer 3 
is 42 nucleotides; the 21 nucleotides at the 5' end of Primer 3 are identical to 
Sequence B and therefore are identical to the 3' end of the erm gene. The 21 
nucleotides at the 3' end of Primer 3 are identical to the 3' end of the gene of 
interest. Primer 4 is 21 nucleotides in length and is complementary to a sequence 
25 located approximately 500 bp downstream of the gene of interest. As discussed 
above, primers 1-4 are gene-specific, and the sequences disclosed above were used 
for gep 1493. Gene-specific primers were used to identify the other essential genes 
described herein, as shown in Table 2. 
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TABLE 2: Primers Used in Identifying Essential Genes 



Gene 


Primer 1 


Primer 2 


Primer 3 


Primer 4 


gepl493 


5'CTCCGTGAA 
GTCCACCTGA 
T3' (SEQ ID 
NO:79) 


5'GGTGCAAGT 

CAGCACGAAC 

ACTGCTCGCG 

TAGATTGATT 

TG3' (SEQ ID 

NO:80) 


5'TTTAACGGG 

AGGAAATAAT 

TCGGGGATTG 

AACCTAACCC 

AT3* (SEQ ID 

NO:81) 


5'TTGGCAAG 
AAGGCAGAG 
AAT3' (SEQ ID 
NO:82) 


gepl507 


5'GCATGAGAA 
ACCCAGTCTC 
C3' (SEQ ID 
NO:83) 


5'GGTGCAAGT 

CAGCACGAAC 

ACGCGACATA 

GGTTCCAGTT 

AGG3' (SEQ ID 

NO:84) 


5'TTTAACGGG 

AGGAAATAAT 

TCCCATATCG 

TGGCTCCTGA 

AT3' (SEQ ID 

NO:85) 


5TAAAGCCC 
TCATGTCGAA 
CC3' (SEQ ID 
NO:86) 


gepI546 


5'CAGTGACGA 
TACAGATGAA 
GAA3' (SEQ ID 
NO:87) 


5'GGTGCAAGT 

CAGCACGAAC 

ACGATGCTGG 

CTTCGTTGAG 

TG3' (SEQ ID 

NO:88) 


5'TTTAACGGG 

AGGAAATAAT 

TCGTCGCGAC 

TCCTAGCCAT 

AC3' (SEQ ID 

NO:89) 


5'CCAGCAAA 
GGAAAACCG 
ATA3' (SEQ ID 
NO:90) 


ge P 273 


5'GGTCAGTGA 
CAGCAGCAGA 
T3' (SEQ ID 
NO:91) 


5'GGTGCAAGT 

CAGCACGAAC 

ACGGCCTTGG 

AAAAAAGACC 

AT3' (SEQ ID 

NO:92) 


5'TTTAACGGG 

AGGAAATAAT 

TCCCGCTTAA 

ATTCTGCCAA 

TC3' (SEQ ID 

NO;93) 


5'CCCATAAC 
CGTATCACCT 
GG3' (SEQ ID 
NO:94) 


gep286 


5'CGGAACGGC 
TATGAAAAAA 

NO:95) 


5'GGTGCAAGT 
CAGCACGAAC 

AGGCAACCAT 
AC3* (SEQ ID 
NO:96) 


5 , TTTAACGGG 
AGGAAATAAT 

1 L, 1 Uu 1 A i kjkj 

GGGTTGATGA 
AG3' (SEQ ID 
NO:97) 


5'TCGCCCTAC 
TTTTCGTATG 
C3 (SEQ ID 
NO:98) 


gep76 


5'AGCGATATT 
AGTGCGGGAG 
A3' (SEQ ID 
NO:99) 


5'GGTGCAAGT 
CAGCACGAAC 
ACCAGCAATT 
TTGTCATCAG 
TCG3' (SEQ ID 
NO: 100) 


5'TTTAACGGG 

AGGAAATAAT 

TCCTGGGGTA 

ATGGAGCACA 

GT3' (SEQ ID 

NO:101) 


5'GGGATTGT 
CACGGTAAA 
ACC3' (SEQ ID 
NO:102) 
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PCR amplification of the left and right flanking DNA molecules was carried 
out, separately, in 50 /xl reaction mixtures containing: 1 /xl Streptococcus 
pneumoniae (RX1) DNA (0.25 /xg), 2.5 /xl Primer 1 or Primer 4 (10 pmol//xl), 
2.5 /xl Primer 2 or Primer 3 (20 pmol//xl), 1.2 /xl a mixture dNTPS (10 mM each), 

5 37 /xl H 2 0, 0.7 /xl Taq polymerase (5 U//xl), and 5 /xl lOx Taq polymerase buffer 
(10 mM Tris, 50 mM KC1, 2.5 mM MgCl 2 ). The left and right flanking DNA 
molecules were amplified using the following PCR cycling program: 95°C for 2 
minutes; 72°C for 1 minute; 94°C for 30 seconds; 49°C for 30 seconds; 72°C for 1 
minute; repeating the 94°C, 49°C, and 72°C incubations 30 times; 72°C for 10 

10 minutes and then stopping the reactions. A 15 /xl aliquot of each reaction mixture 
then was electrophoresed through a 1.2% low melting point agarose gel in TAE 
buffer and then stained with ethidium bromide. Fragments containing the amplified 
left and right flanking DNA molecules were excised from the gel and purified 
using the QIAQUICK™ gel extraction kit (Qiagen, Inc.) Other art-known methods 

15 for amplifying and isolating DNA can be substituted. The flanking left and right 
DNA fragments were eluted into 30 /xl TE buffer at pH 8.0. 

The amplified erm gene and left and right flanking DNA molecules were 
then fused together to produce the fusion product, as shown in Fig. 25. The fusion 
PCR reaction was carried out in a volume of 50 /xl containing: 2 /xl of each of the 

20 left and right flanking DNA molecules and the erm gene PCR product; 5 /xl of lOx 
buffer; 2.5 /xl of Primer 1 (10 pmol//xl); 2.5 /xl of Primer 4 (10 pmol//xl), 1.2 /xl 
dNTP mix (10 mM each) 32 pi H 2 0, and 0.7 /xl Taq polymerase. The PCR 
reaction was carried out using the following cycling program: 95 °C for 2 minutes; 
72°C for 1 minute; 94°C for 30 seconds, 48°C for 30 seconds; 72°C for 3 minutes; 

25 repeat the 94°C, 48°C and 72°C incubations 25 times; 72°C for 10 minutes. After 
the reaction was stopped, a 12 /xl aliquot of the reaction mixture was 
electrophoresed through an agarose gel to confirm the presence of a final product 
of approximately 2 kb. 

A 5 /xl aliquot of the fusion product was used to transform S, pneumoniae 

30 grown on a medium containing erythromycin in accordance with standard 
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techniques. As shown in Fig. 26, the fusion product and the S. pneumoniae 
genome undergo a homologous recombination event so that the erm gene replaces 
the chromosomal copy of the gene of interest, thereby creating a gene knockout. 
Disruption of an essential gene results in no growth on a medium containing 
5 erythromycin. Using this gene knockout method, the gepl493, gepl507, gepl546, 
gep273, gep286, and gep76 genes were each identified as being essential for 
survival. 
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Identification of Homologs and Orthologs of GEP Polypeptides 

Having shown that the various GEP genes are essential or located within 
operons that are essential for survival of Streptococcus , it can be expected that 
homologs and orthologs of the polypeptides encoded by these genes, when present 

5 in other organisms, for example B. subtilis, are essential or located within operons 
that are essential for survival of that organism as well, and therefore are useful 
targets for identifying antibacterial agents. Using the sequences of the GEP 
polypeptides identified in Streptococcus, homologs and orthologs of these 
polypeptides can be identified in other organisms. For example, the coding 

1 0 sequences of the GEP nucleic acids can be used to search the GenBank database of 
nucleotide sequences to identify homologs or orthologs that are expressed from 
essential operons in other organisms. Sequence comparisons can be performed 
using the Basic Local Alignment Search Tool (BLAST) (Altschul et al., J. Mol 
Biol, 215:403-410 1990). The percent sequence identity shared by the GEP 

15 polypeptides and their homologs or orthologs can be determined using the GAP 
program from the Genetics Computer Group (GCG) Wisconsin Sequence Analysis 
Package (Wisconsin Package Version 9.0, GCG; Madison, WI). The following 
parameters are suitable: gap creation penalty, 12 (protein) 50 (DNA); gap 
extension penalty, 4 (protein) 3 (DNA). Typically, the GEP polypeptides and their 

20 homologs share at least 25% (e.g., at least 40%) sequence identity. Typically, the 
DNA sequences encoding GEP polypeptides and their homologs share at least 35% 
(e.g., at least 45%) sequence identity. To confirm that the homologs or orthologs 
of the GEP polypeptides are expressed from operons that are essential for survival 
of bacteria, the operon encoding each of the homologs or orthologs can be, 

25 separately, deleted from the genome of the host organism. 

Identification of Essential Operons in Additional Streptococcus Strains 

Now that the various GEP genes have been identified as being located 
within operons that are essential for survival, these genes, or fragments thereof, can 
be used to detect homologous or orthologous genes in other organisms. In 
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particular, these genes can be used to analyze various pathogenic and non- 
pathogenic strains of bacteria. Fragments of a nucleic acid (DNA or RNA) 
encoding a GEP polypeptide or homolog or ortholog (or sequences complementary 
thereto) can be used as probes in conventional nucleic acid hybridization assays of 
5 pathogenic bacteria. For example, nucleic acid probes (which typically are 8-30, or 
usually 15-20, nucleotides in length) can be used to detect GEP genes or homologs 
or orthologs thereof in art-known molecular biology methods, such as Southern 
blotting, Northern blotting, dot or slot blotting, PCR amplification methods, colony 
hybridization methods, and the like. Typically, an oligonucleotide probe based on 
10 the nucleic acid sequences described herein, or fragments thereof, is labeled and 
used to screen a genomic library constructed from mRNA obtained from a 
Streptococcus or bacterial strain of interest. A suitable method of labeling involves 
using polynucleotide kinase to add 32 P-labeled ATP to the oligonucleotide used as 
the probe. This method is well known in the art, as are several other suitable 
15 methods (e.g., biotinylation and enzyme labeling). 

Hybridization of the oligonucleotide probe to the library, or other nucleic 
acid sample, typically is performed under stringent to highly stringent conditions. 
Nucleic acid duplex or hybrid stability is expressed as the melting temperature or 
T m , which is the temperature at which a probe dissociates from a target DNA. This 
20 melting temperature is used to define the required stringency conditions. If 
sequences are to be identified that are related and substantially identical to the 
probe, rather than identical, then it is useful to first establish the lowest temperature 
at which only homologous hybridization occurs with a particular concentration of 
salt (e.g., SSC or SSPE). Then, assuming that 1% mismatching results in a 1°C 
25 decrease in the T m , the temperature of the final wash in the hybridization reaction 
is reduced accordingly (for example, if sequences having > 95% identity with the 
probe are sought, the final wash temperature is decreased by 5°C). In practice, the 
change in T m can be between 0.5° and 1.5°C per 1% mismatch. 

As used herein, highly stringent conditions refer to hybridization at 68°C in 
30 5x SSC/5x Denhardt's solution/1.0% SDS, and washing in 0.2x SSC/0.1% SDS at 
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42°C. Stringent conditions refer to washing in 3x SSC at 42°C. The parameters of 
salt concentration and temperature can be varied to achieve the optimal level of 
identity between the probe and the target nucleic acid. Additional guidance 
regarding such conditions is readily available in the art, for example, by Sambrook 
5 et al., 1989, Molecular Cloning, A Laboratory Manual, Cold Spring Harbor Press, 
N.Y.; and Ausubel et al. (eds.), 1995, Current Protocols in Molecular Biology, 
(John Wiley & Sons, N.Y.) at Unit 2.10. 

In one approach, libraries constructed from pathogenic or non-pathogenic 
Streptococcus or bacterial strains can be screened. For example, such strains can 
10 be screened for expression of GEP genes by Northern blot analysis. Upon 
detection of transcripts of the GEP genes or homologs or orthologs thereof, 
libraries can be constructed from RNA isolated from the appropriate strain, utilizing 
standard techniques well known to those of skill in the art. Alternatively, a total 
genomic DNA library can be screened using an GEP gene probe (or a probe 
15 directed to a homolog or ortholog thereof). 

New gene sequences can be isolated, for example, by performing PCR using 
two degenerate oligonucleotide primer pools designed on the basis of nucleotide 
sequences within the GEP genes, or their homologs or orthologs, as depicted 
herein. The template for the reaction can be DNA obtained from strains known or 
20 suspected to express a GEP allele or an allele of a homolog or ortholog thereof. 
The PCR product can be subcloned and sequenced to ensure that the amplified 
sequences represent the sequences of a new GEP nucleic acid sequence, or a 
sequence of a homolog or ortholog thereof. 

Synthesis of the various GEP polypeptides or their homologs or orthologs 
25 (or an antigenic fragment thereof) for use as antigens, or for other purposes, can 
readily be accomplished using any of the various art-known techniques. For 
example, a polypeptide or homolog or ortholog thereof, or an antigenic fragment(s), 
can be synthesized chemically in vitro, or enzymatically (e.g., by in vitro 
transcription and translation). Alternatively, the gene can be expressed in, and the 
30 polypeptide purified from, a cell (e.g., a cultured cell) by using any of the 
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numerous, available gene expression systems. For example, the polypeptide antigen 
can be produced in a prokaryotic host (e.g., E. coli or B. subtilis) or in eukaryotic 
cells, such as yeast cells or insect cells (e.g., by using a baculovirus-based 
expression vector). 

5 Proteins and polypeptides can also be produced in plant cells, if desired. 

For plant cells viral expression vectors (e.g., cauliflower mosaic virus and tobacco 
mosaic virus) and plasmid expression vectors (e.g., Ti plasmid) are suitable. Such 
cells are available from a wide range of sources (e.g., the American Type Culture 
Collection, Rockland, MD; also, see, e.g., Ausubel et al., Current Protocols in 
10 Molecular Biology, John Wiley & Sons, New York, 1994). The optimal methods 
of transformation or transfection and the choice of expression vehicle will depend 
on the host system selected. Transformation and transfection methods are 
described, e.g., in Ausubel et al., supra : expression vehicles may be chosen from 
those provided, e.g., in Cloning Vectors: A Laboratory Manual (P.H. Pouwels et 
15 al., 1985, Supp. 1987). The host cells harboring the expression vehicle can be 
cultured in conventional nutrient media, adapted as needed for activation of a 
chosen gene, repression of a chosen gene, selection of transformants, or 
amplification of a chosen gene. 

If desired, GEP polypeptides or their homologs or orthologs can be 
20 produced as fusion proteins. For example, the expression vector pUR278 (Ruther 
et al., EMBO J., 2:1791, 1983) can be used to create lacZ fusion proteins. The art- 
known pGEX vectors can be used to express foreign polypeptides as fusion 
proteins with glutathione S-transferase (GST). In general, such fusion proteins are 
soluble and can be easily purified from lysed cells by adsorption to glutathione- 
25 agarose beads followed by elution in the presence of free glutathione. The pGEX 
vectors are designed to include thrombin or factor Xa protease cleavage sites so 
that the cloned target gene product can be released from the GST moiety. 

In an exemplary insect cell expression system, a baculovirus such as 
Autographa californica nuclear polyhedrosis virus (AcNPV), which grows in 
30 Spodoptera frugiperda cells, can be used as a vector to express foreign genes. A 
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coding sequence encoding a GEP polypeptide or homolog or ortholog can be 
cloned into a non-essential region (for example the polyhedrin gene) of the viral 
genome and placed under control of a promoter, e.g., the polyhedrin promoter or 
an exogenous promoter. Successful insertion of a gene encoding a GEP 
5 polypeptide or homolog or ortholog can result in inactivation of the polyhedrin 
gene and production of non-occluded recombinant virus (i.e., virus lacking the 
proteinaceous coat encoded by the polyhedrin gene). These recombinant viruses 
are then used to infect insect cells (e.g., Spodoptera frugiperda cells) in which the 
inserted gene is expressed (see , e.g., Smith et al., J. Virol, 46:584, 1983; Smith, 
10 U.S. Patent No. 4,215,051). 

In mammalian host cells, a number of viral-based expression systems can be 
utilized. When an adenovirus is used as an expression vector, the nucleic acid 
sequence encoding the GEP polypeptide or homolog or ortholog can be ligated to 
an adenovirus transcription/ translation control complex, e.g., the late promoter and 
15 tripartite leader sequence. This chimeric gene can then be inserted into the 
adenovirus genome by in vitro or in vivo recombination. Insertion into a non- 
essential region of the viral genome (e.g., region El or E3) will result in a 
recombinant virus that is viable and capable of expressing a essential gene product 
in infected hosts (see, e.g., Logan, Proc. Natl. Acad. Sci. USA, 81:3655, 1984). 
20 Specific initiation signals may be required for efficient translation of 

inserted nucleic acid sequences. These signals include the ATG initiation codon 
and adjacent sequences. In general, exogenous translational control signals, 
including, perhaps, the ATG initiation codon, should be provided. Furthermore, the 
initiation codon must be in phase with the reading frame of the desired coding 
25 sequence to ensure translation of the entire sequence. These exogenous 

translational control signals and initiation codons can be of a variety of origins, 
both natural and synthetic. The efficiency of expression may be enhanced by the 
inclusion of appropriate transcription enhancer elements, or transcription 
terminators (Bittner et al., Methods in Enzymol., 153:516, 1987). 
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The GEP polypeptides and homologs and orthologs can be expressed 
individually or as fusions with a heterologous polypeptide, such as a signal 
sequence or other polypeptide having a specific cleavage site at the N-and/or C- 
terminus of the protein or polypeptide. The heterologous signal sequence selected 

5 should be one that is recognized and processed, i.e., cleaved by a signal peptidase, 
by the host cell in which the fusion protein is expressed. 

A host cell can be chosen that modulates the expression of the inserted 
sequences, or modifies and processes the gene product in a specific, desired 
fashion. Such modifications and processing (e.g., cleavage) of protein products 

10 may facilitate optimal functioning of the protein. Various host cells have 
characteristic and specific mechanisms for post-translational processing and 
modification of proteins and gene products. Appropriate cell lines or host systems 
familiar to those of skill in the art of molecular biology can be chosen to ensure 
the correct modification and processing of the foreign protein expressed. To this 

15 end, eukaryotic host cells that possess the cellular machinery for proper processing 
of the primary transcript, and phosphorylation of the gene product can be used. 
Such mammalian host cells include, but are not limited to, CHO, VERO, BHK, 
HeLa, COS, MDCK, 293, 3T3, WI38, and choroid plexus cell lines. 

If desired, the GEP polypeptide or homolog or ortholog thereof can be 

20 produced by a stably-transfected mammalian cell line. A number of vectors 

suitable for stable transection of mammalian cells are available to the public, see, 
e.g., Pouwels et ah (supra ): methods for constructing such cell lines are also 
publicly known, e.g., in Ausubel et al. (supra) . In one example, DNA encoding the 
protein is cloned into an expression vector that includes the dihydrofolate reductase 

25 (DHFR) gene. Integration of the plasmid and, therefore, the GEP polypeptide- 
encoding gene into the host cell chromosome is selected for by including 0.01-300 
fiM methotrexate in the cell culture medium (as described in Ausubel et al., supra) . 
This dominant selection can be accomplished in most cell types. 

Recombinant protein expression can be increased by DHFR-mediated 

30 amplification of the transfected gene. Methods for selecting cell lines bearing gene 
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amplifications are described in Ausubel et al. ( supra) ; such methods generally 
involve extended culture in medium containing gradually increasing levels of 
methotrexate. DHFR-containing expression vectors commonly used for this 
purpose include pCVSEII-DHFR and pAdD26SV(A) (described in Ausubel et al., 
5 supra) . 

A number of other selection systems can be used, including but not limited 
to, herpes simplex virus thymidine kinase genes, hypoxanthine-guanine 
phosphoribosyl-transferase genes, and adenine phosphoribosyltransferase genes, 
which can be employed in tk, hgprt, or aprt cells, respectively. In addition, gpt 9 

10 which confers resistance to mycophenolic acid (Mulligan et al., Proc. Natl. Acad. 
Sci. USA, 78:2072, 1981); neo, which confers resistance to the aminoglycoside G- 
418 (Colberre-Garapin et al., J. Mol. Biol., 150:1, 1981); and hygro, which confers 
resistance to hygromycin (Santerre et al., Gene, 30:147, 1981), can be used. 

Alternatively, any fusion protein can be readily purified by utilizing an 

15 antibody or other molecule that specifically binds to the fusion protein being 

expressed. For example, a system described in Janknecht et al., Proc. Natl Acad. 
Sci. USA, 88:8972 (1981), allows for the ready purification of non-denatured fusion 
proteins expressed in human cell lines. In this system, the gene of interest is 
subcloned into a vaccinia recombination plasmid such that the gene's open reading 

20 frame is translationally fused to an amino-terminal tag consisting of six histidine 
residues. Extracts from cells infected with recombinant vaccinia virus are loaded 
onto Ni 2+ nitriloacetic acid-agarose columns, and histidine-tagged proteins are 
selectively eluted with imidazole-containing buffers. 

Alternatively, a GEP polypeptide or homolog or ortholog, or a portion 

25 thereof, can be fused to an immunoglobulin Fc domain. Such a fusion protein can 
be readily purified using a protein A column, for example. Moreover, such fusion 
proteins permit the production of a chimeric form of a GEP polypeptide or 
homolog or ortholog having increased stability in vivo. 

Once the recombinant GEP polypeptide (or homolog or ortholog) is 

30 expressed, it can be isolated (i.e., purified). Secreted forms of the polypeptides can 
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be isolated from cell culture media, while non-secreted forms must be isolated from 
the host cells. Polypeptides can be isolated by affinity chromatography. For 
example, an anti-gepl03 antibody (e.g., produced as described herein) can be 
attached to a column and used to isolate the protein. Lysis and fractionation of 

5 cells harboring the protein prior to affinity chromatography can be performed by 
standard methods (see, e.g., Ausubel et al., supra) . Alternatively, a fusion protein 
can be constructed and used to isolate a GEP polypeptide (e.g., a gepl03-maltose 
binding fusion protein, a gep-103-P-galactosidase fusion protein, or a gepl03-trpE 
fusion protein; see, e.g., Ausubel et al., supra ; New England Biolabs Catalog, 

10 Beverly, MA). The recombinant protein can, if desired, be further purified, e.g., 
by high performance liquid chromatography using standard techniques (see, e.g., 
Fisher, Laboratory Techniques In Biochemistry And Molecular Biology, eds., Work 
and Burdon, Elsevier, 1980). 

Given the amino acid sequences described herein, polypeptides useful in 

15 practicing the invention, particularly fragments of GEP polypeptides can be 

produced by standard chemical synthesis (e.g., by the methods described in Solid 
Phase Peptide Synthesis, 2nd ed., The Pierce Chemical Co., Rockford, IL, 1984) 
and used as antigens, for example. 

Antibodies 

20 The GEP polypeptides (or antigenic fragments or analogs of such 

polypeptides) can be used to raise antibodies useful in the invention, and such 
polypeptides can be produced by recombinant or peptide synthetic techniques (see, 
e.g., Solid Phase Peptide Synthesis, supra: Ausubel et al., supra) . Likewise, 
antibodies can be raised against the GEP homologs and orthologs. In general, the 

25 polypeptides can be coupled to a carrier protein, such as KLH, as described in 
Ausubel et al., supra, mixed with an adjuvant, and injected into a host mammal. 
Antibodies can be purified, for example, by affinity chromatography methods in 
which the polypeptide antigen is immobilized on a resin. 
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In particular, various host animals can be immunized by injection of a 
polypeptide of interest. Examples of suitable host animals include rabbits, mice, 
guinea pigs, and rats. Various adjuvants can be used to increase the immunological 
response, depending on the host species, including but not limited to Freund's 

5 (complete and incomplete adjuvant), adjuvant mineral gels such as aluminum 
hydroxide, surface active substances such as lysolecithin, pluronic polyols, 
polyanions, peptides, oil emulsions, keyhole limpet hemocyanin, dinitrophenol, 
BCG (bacille Calmette-Guerin) and Corynebacterium parvum. Polyclonal 
antibodies are heterogeneous populations of antibody molecules derived from the 

10 sera of the immunized animals. 

Antibodies useful in the invention include monoclonal antibodies, polyclonal 
antibodies, humanized or chimeric antibodies, single chain antibodies, Fab 
fragments, F(ab') 2 fragments, and molecules produced using a Fab expression 
library. 

15 Monoclonal antibodies (mAbs), which are homogeneous populations of 

antibodies to a particular antigen, can be prepared using the GEP polypeptides or 
homologs or orthologs thereof and standard hybridoma technology (see, e.g., 
Kohler et al., Nature, 256:495, 1975; Kohler et al., Eur. J. Immunol, 6:511, 1976; 
Kohler et al., Eur. J. Immunol, 6:292, 1976; Hammerling et al., In Monoclonal 
20 Antibodies and T Cell Hvbridomas. Elsevier, NY, 1981; Ausubel et al., supra) . 

In particular, monoclonal antibodies can be obtained by any technique that 
provides for the production of antibody molecules by continuous cell lines in 
culture, such as those described in Kohler et al., Nature, 256:495, 1975, and U.S. 
Patent No. 4,376,110; the human B-cell hybridoma technique (Kosbor et al., 
25 Immunology Today, 4:72, 1983; Cole et al., Proc. Natl Acad ScL USA, 80:2026, 
1983); and the EBV-hybridoma technique (Cole et al., Monoclonal Antibodies and 
Cancer Therapy. Alan R. Liss, Inc., pp. 77-96, 1983). Such antibodies can be of 
any immunoglobulin class including IgG, IgM, IgE, IgA, IgD, and any subclass 
thereof. The hybridomas producing the mAbs of this invention can be cultivated in 
30 vitro or in vivo. 
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Once produced, polyclonal or monoclonal antibodies are tested for specific 
recognition of a GEP polypeptide or homolog or ortholog thereof in an 
immunoassay, such as a Western blot or immunoprecipitation analysis using 
standard techniques, e.g., as described in Ausubel et al., supra . Antibodies that 
5 specifically bind to the GEP polypeptides, or conservative variants and homologs or 
orthologs thereof, are useful in the invention. For example, such antibodies can be 
used in an immunoassay to detect a GEP polypeptide in pathogenic or non- 
pathogenic strains of bacteria. 

Preferably, antibodies of the invention are produced using fragments of the 
10 GEP polypeptides that appear likely to be antigenic, by criteria such as high 
frequency of charged residues. In one specific example, such fragments are 
generated by standard techniques of PCR, and are then cloned into the pGEX 
expression vector (Ausubel et al., supra) . Fusion proteins are expressed in E. coli 
and purified using a glutathione agarose affinity matrix as described in Ausubel, et 
15 al., supra . 

If desired, several (e.g., two or three) fusions can be generated for each 
protein, and each fusion can be injected into at least two rabbits. Antisera can be 
raised by injections in a series, typically including at least three booster injections. 
Typically, the antisera is checked for its ability to immunoprecipitate a recombinant 
20 GEP polypeptide or homolog or ortholog, or unrelated control proteins, such as 
glucocorticoid receptor, chloramphenicol acetyltransferase, or luciferase. 

Techniques developed for the production of "chimeric antibodies" (Morrison 
et al., Proc. Natl. Acad. ScL, 81:6851, 1984; Neuberger et al., Nature, 312:604, 
1984; Takeda et al., Nature, 314:452, 1984) can be used to splice the genes from a 
25 mouse antibody molecule of appropriate antigen specificity together with genes 
from a human antibody molecule of appropriate biological activity. A chimeric 
antibody is a molecule in which different portions are derived from different animal 
species, such as those having a variable region derived from a murine mAb and a 
human immunoglobulin constant region. 



WO 99/33871 



PCT/US98/27918 



• 38 - 

Alternatively, techniques described for the production of single chain 
antibodies (U.S. Patent 4,946,778; and U.S. Patents 4,946,778 and 4,704,692) can 
be adapted to produce single chain antibodies against a GEP polypeptide or 
homolog or ortholog. Single chain antibodies are formed by linking the heavy and 

5 light chain fragments of the Fv region via an amino acid bridge, resulting in a 
single chain polypeptide. 

Antibody fragments that recognize and bind to specific epitopes can be 
generated by known techniques. For example, such fragments can include but are 
not limited to F(ab') 2 fragments, which can be produced by pepsin digestion of the 

10 antibody molecule, and Fab fragments, which can be generated by reducing the 
disulfide bridges of F(ab*) 2 fragments. Alternatively, Fab expression libraries can 
be constructed (Huse et al., Science, 246:1275, 1989) to allow rapid and easy 
identification of monoclonal Fab fragments with the desired specificity. 

Polyclonal and monoclonal antibodies that specifically bind to GEP 

1 5 polypeptides or homologs or orthologs can be used, for example, to detect 

expression of a GEP gene or homolog or ortholog in another strain of bacteria. 
For example, a GEP polypeptide can be readily detected in conventional 
immunoassays of bacteria cells or extracts. Examples of suitable assays include, 
without limitation, Western blotting, ELISAs, radioimmune assays, and the like. 

20 Assay for Antibacterial Agents 

The invention provides a method for identifying an antibacterial agent(s). 
Although the inventors are not bound by any particular theory as to the biological 
mechanism involved, the new antibacterial agents are thought to inhibit specifically 
(1) the function of a polypeptide^) encoded by a nucleic acid located within an 

25 operon containing a GEP gene, or (2) expression of the a gene located within an 
operon containing a GEP gene, or homologs or orthologs thereof. Screening for 
antibacterial agents can be rapidly accomplished by identifying those compounds 
(e.g., polypeptides or small molecules) that specifically bind to a polypeptide 
encoded by a nucleic acid located within an operon containing a GEP gene. A 



WO 99/33871 



PCT/US98/27918 



- 39 - 

homolog or ortholog of a GEP polypeptide can be substituted for the GEP 
polypeptide in the methods summarized herein. Specific binding of a test 
compound to a polypeptide can be detected, for example, in vitro by reversibly or 
irreversibly immobilizing the test compound(s) on a substrate, e.g., the surface of a 
5 well of a 96-well polystyrene microtitre plate. Methods for immobilizing 

polypeptides and other small molecules are well known in the art. For example, 
the microtitre plates can be coated with a polypeptide encoded by a nucleic acid 
located within an operon containing a GEP gene (e.g., a GEP polypeptide or a 
combination of GEP polypeptides and/or homologs and/or orthologs) by adding the 
10 polypeptide(s) in a solution (typically, at a concentration of 0.05 to 1 mg/ml in a 
volume of 1-100 /xl) to each well, and incubating the plates at room temperature to 
37°C for 0.1 to 36 hours. Polypeptides that are not bound to the plate can be 
removed by shaking the excess solution from the plate, and then washing the plate 
(once or repeatedly) with water or a buffer. Typically, the polypeptide, homolog, 
15 or ortholog is contained in water or a buffer. The plate is then washed with a 

buffer that lacks the bound polypeptide. To block the free protein-binding sites on 
the plates, the plates are blocked with a protein that is unrelated to the bound 
polypeptide. For example, 300 pi of bovine serum albumin (BSA) at a 
concentration of 2 mg/ml in Tris-HCl is suitable. Suitable substrates include those 
20 substrates that contain a defined cross-linking chemistry (e.g., plastic substrates, 
such as polystyrene, styrene, or polypropylene substrates from Corning Costar 
Corp. (Cambridge, MA), for example). If desired, a beaded particle, e.g., beaded 
agarose or beaded sepharose, can be used as the substrate. 

Binding of the test compound to the new polypeptides (or homologs or 
25 orthologs thereof) can be detected by any of a variety of art-known methods. For 
example, an antibody that specifically binds to a GEP polypeptide can be used in 
an immunoassay. If desired, the antibody can be labeled (e.g., fluorescently or 
with a radioisotope) and detected directly (see, e.g., West and McMahon, 1 Cell 
Biol 74:264, 1977). Alternatively, a second antibody can be used for detection 
30 (e.g., a labeled antibody that binds to the Fc portion of an anti-GEP103 antibody). 
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In an alternative detection method, the GEP polypeptide is labeled, and the label is 
detected (e.g., by labeling a GEP polypeptide with a radioisotope, fluorophore, 
chromophore, or the like). In still another method, the GEP polypeptide is 
produced as a fusion protein with a protein that can be detected optically, e.g., 
5 green fluorescent protein (which can be detected under UV light). In an alternative 
method, the polypeptide (e.g., gepl03) can be produced as a fusion protein with an 
enzyme having a detectable enzymatic activity, such as horse radish peroxidase, 
alkaline phosphatase, p-galactosidase, or glucose oxidase. Genes encoding all of 
these enzymes have been cloned and are readily available for use by those of skill 
10 in the art. If desired, the fusion protein can include an antigen, and such an 
antigen can be detected and measured with a polyclonal or monoclonal antibody 
using conventional methods. Suitable antigens include enzymes (e.g., horse radish 
peroxidase, alkaline phosphatase, and p-galactosidase) ^and non-enzymatic 
polypeptides (e.g., serum proteins, such as BSA and globulins, and milk proteins, 
15 such as caseins). 

In various in vivo methods for identifying polypeptides that bind to GEP 
polypeptides, the conventional two-hybrid assays of protein/protein interactions can 
be used (see e.g., Chien et al., Proc. NatL Acad. ScL USA, 88:9578, 1991; Fields et 
al., U.S. Pat. No. 5,283,173; Fields and Song, Nature, 340:245, 1989; Le Douarin 
20 et al., Nucleic Acids Research, 23:876, 1995; Vidal et al., Proc. NatL Acad. ScL 
USA, 93:10315-10320, 1996; and White, Proc. NatL Acad. ScL USA, 93:10001- 
10003, 1996). Kits for practicing various two-hybrid methods are commercially 
available (e.g., from Clontech; Palo Alto, CA). 

Generally, the two-hybrid methods involve in vivo reconstitution of two 
25 separable domains of a transcription factor. The DNA binding domain (DB) of the 
transcription factor is required for recognition of a chosen promoter. The 
activation domain (AD) is required for contacting other components of the host 
cell's transcriptional machinery. The transcription factor is reconstituted through 
the use of hybrid proteins. One hybrid is composed of the AD and a first protein 
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of interest. The second hybrid is composed of the DB and a second protein of 
interest. 

Useful reporter genes are those that are operably linked to a promoter which 
is specifically recognized by the DB. Typically, the two-hybrid system employs 

5 the yeast Saccharomyces cerevisiae and reporter genes, the expression of which can 
be selected under appropriate conditions. Other eukaryotic cells, including 
mammalian and insect cells, can be used, if desired. The two-hybrid system 
provides a convenient method for cloning a gene encoding a polypeptide (i.e., a 
candidate antibacterial agent) that binds to a second, preselected polypeptide (e.g., 

10 gepl03). Typically, though not necessarily, a DNA library is constructed such that 
randomly generated sequences are fused to the AD, and the protein of interest (e.g., 
gep!03) is fused to the DB. 

In such two-hybrid methods, two fusion proteins are produced. One fusion 
protein contains the GEP polypeptide (or homolog or ortholog thereof) fused to 

15 either a transactivator domain or DNA binding domain of a transcription factor 
(e.g., of Gal4). The other fusion protein contains a test polypeptide fused to either 
the DNA binding domain or a transactivator domain of a transcription factor. Once 
brought together in a single cell (e.g., a yeast cell or mammalian cell), one of the 
fusion proteins contains the transactivator domain and the other fusion protein 

20 contains the DNA binding domain. Therefore, binding of the GEP polypeptide to 
the test polypeptide (i.e., candidate antibacterial agent) reconstitutes the 
transcription factor. Reconstitution of the transcription factor can be detected by 
detecting expression of a gene (i.e., a reporter gene) that is operably linked to a 
DNA sequence that is bound by the DNA binding domain of the transcription 

25 factor. 

The methods described above can be used for high throughput screening of 
numerous test compounds to identify candidate antibacterial (or anti-bacterial) 
agents. Having identified a test compound as a candidate antibacterial agent, the 
candidate antibacterial agent can be further tested for inhibition of bacterial growth 
30 in vitro or in vivo (e.g., using an animal, e.g., rodent, model system) if desired. 
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Using other, art-known variations of such methods, one can test the ability of a 
nucleic acid (e.g., DNA or RNA) used as the test compound to bind to a 
polypeptide encoded by a nucleic acid sequence located within an operon 
containing a GEP gene or homolog or ortholog thereof. 

5 In vitro, further testing can be accomplished by means known to those in 

the art such as an enzyme inhibition assay or a whole-cell bacterial growth 
inhibition assay. For example, an agar dilution assay identifies a substance that 
inhibits bacterial growth. Microtiter plates are prepared with serial dilutions of the 
test compound; adding to the preparation a given amount of growth substrate; and 

10 providing a preparation of Streptococcus cells. Inhibition of growth is determined, 
for example, by observing changes in optical densities of the bacterial cultures. 

Inhibition of bacterial growth is demonstrated, for example, by comparing 
(in the presence and absence of a test compound) the rate of growth or the absolute 
growth of bacterial cells. Inhibition includes a reduction of one of the above 

15 measurements by at least 20% (e.g., at least 25%, 30%, 40%, 50%, 75%, 80%, or 
90%). 

Rodent (e.g., murine) and rabbit animal models of streptococcal infections 
are known to those of skill in the art, and such animal model systems are accepted 
for screening antibacterial agents as an indication of their therapeutic efficacy in 

20 human patients. In a typical in vivo assay, an animal is infected with a pathogenic 
Streptococcus strain, e.g., by inhalation of Streptococcus pneumoniae, and 
conventional methods and criteria are used to diagnose the mammal as being 
afflicted with streptococcal pneumonia. The candidate antibacterial agent then is 
administered to the mammal at a dosage of 1-100 mg/kg of body weight, and the 

25 mammal is monitored for signs of amelioration of disease. Alternatively, the test 
compound can be administered to the mammal prior to infecting the mammal with 
Streptococcus, and the ability of the treated mammal to resist infection is measured. 
Of course, the results obtained in the presence of the test compound should be 
compared with results in control animals, which are not treated with the test 
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compound. Administration of candidate antibacterial agent to the mammal can be 
carried out as described below, for example. 

Pharmaceutical Formulations 

Treatment includes administering a pharmaceutically effective amount of a 
5 composition containing an antibacterial agent to a subject in need of such 

treatment, thereby inhibiting bacterial growth in the subject. Such a composition 
typically contains from about 0.1 to 90% by weight (such as 1 to 20% or 1 to 
10%) of an antibacterial agent of the invention in a pharmaceutically acceptable 
carrier. 

10 Solid formulations of the compositions for oral administration may contain 

suitable carriers or excipients, such as corn starch, gelatin, lactose, acacia, sucrose, 
microcrystalline cellulose, kaolin, mannitol, dicalcium phosphate, calcium 
carbonate, sodium chloride, or alginic acid. Disintegrators that can be used 
include, without limitation, micro-crystalline cellulose, corn starch, sodium starch 

15 glycolate and alginic acid. Tablet binders that may be used include acacia, 

methylcellulose, sodium carboxymethylcellulose, polyvinylpyrrolidone (Povidone), 
hydroxypropyl methylcellulose, sucrose, starch, and ethylcellulose. Lubricants that 
may be used include magnesium stearates, stearic acid, silicone fluid, talc, waxes, 
oils, and colloidal silica. 

20 Liquid formulations of the compositions for oral administration prepared in 

water or other aqueous vehicles may contain various suspending agents such as 
methylcellulose, alginates, tragacanth, pectin, kelgin, carrageenan, acacia, 
polyvinylpyrrolidone, and polyvinyl alcohol. The liquid formulations may also 
include solutions, emulsions, syrups and elixirs containing, together with the active 

25 compound(s), wetting agents, sweeteners, and coloring and flavoring agents. 

Various liquid and powder formulations can be prepared by conventional methods 
for inhalation into the lungs of the mammal to be treated. 

Injectable formulations of the compositions may contain various carriers 
such as vegetable oils, dimethylacetamide, dimethylformamide, ethyl lactate, ethyl 
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carbonate, isopropyl myristate, ethanol, polyols (glycerol, propylene glycol, liquid 
polyethylene glycol, and the like). For intravenous injections, water soluble 
versions of the compounds may be administered by the drip method, whereby a 
pharmaceutical formulation containing the antibacterial agent and a physiologically 
5 acceptable excipient is infused. Physiologically acceptable excipients may include, 
for example, 5% dextrose, 0.9% saline, Ringer's solution or other suitable 
excipients. Intramuscular preparations, a sterile formulation of a suitable soluble 
salt form of the compounds can be dissolved and administered in a pharmaceutical 
excipient such as Water- for-Injection, 0.9% saline, or 5% glucose solution. A 
10 suitable insoluble form of the compound may be prepared and administered as a 
suspension in an aqueous base or a pharmaceutical^ acceptable oil base, such as an 
ester of a long chain fatty acid, (e.g., ethyl oleate). 

A topical semi-solid ointment formulation typically contains a concentration 
of the active ingredient from about 1 to 20%, e.g., 5 to 10% in a carrier such as a 
1 5 pharmaceutical cream base. Various formulations for topical use include drops, 
tinctures, lotions, creams, solutions, and ointments containing the active ingredient 
and various supports and vehicles. 

The optimal percentage of the antibacterial agent in each pharmaceutical 
formulation varies according to the formulation itself and the therapeutic effect 
20 desired in the specific pathologies and correlated therapeutic regimens. Appropriate 
dosages of the antibacterial agents can readily be determined by those of ordinary 
skill in the art of medicine by monitoring the mammal for signs of disease 
amelioration or inhibition, and increasing or decreasing the dosage and/or frequency 
of treatment as desired. The optimal amount of the antibacterial compound used 
25 for treatment of conditions caused by or contributed to by bacterial infection may 
depend upon the manner of administration, the age and the body weight of the 
subject and the condition of the subject to be treated. Generally, the antibacterial 
compound is administered at a dosage of 1 to 100 mg/kg of body weight, and 
typically at a dosage of 1 to 10 mg/kg of body weight. 
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Using the transposon-based mutagenesis methods described above, the 
Streptococcus pneumonia genome was mutagenized, and 23 genes were identified 
as being located within operons that are essential for survival of Streptococcus 
5 pneumonia. These genes are listed in Table 1, above, and their nucleic acid and 
amino acid sequences are represented by SEQ ID NOs:l-69, as shown in Figs. 1- 
23. 

Now that each of these genes is known to be located within an operon that 
is essential for survival of Streptococcus, the polypeptides encoded by nucleic acids 
10 located within those operons can be used to identify antibacterial agents by using 
the assays described herein. Other art-known assays to detect interactions of test 
compounds with proteins, or to detect inhibition of bacterial growth also can be 
used with the nucleic acids located within operons containing the GEP genes, and 
gene products and homologs or orthologs thereof. 

15 Other Embodiments 

The invention also features fragments, variants, analogs, and derivatives of 
the GEP polypeptides described above that retain one or more of the biological 
activities of the GEP polypeptides, e.g., as determined in a complementation assay. 
Also included within the invention are naturally-occurring and non-naturally- 

20 occurring allelic variants. Compared with the naturally-occurring GEP gene, 

sequences depicted in Figs. 1-23, the nucleic acid sequence encoding allelic variants 
may have a substitution, deletion, or addition of one or more nucleotides. The 
preferred allelic variants are functionally equivalent to a GEP polypeptide, e.g., as 
determined in a complementation assay. 

25 It is to be understood that, while the invention has been described in 

conjunction with the detailed description thereof, the foregoing description is 
intended to illustrate and not limit the scope of the invention, which is defined by 
the scope of the appended claims. Other aspects, advantages, and modifications are 
within the scope of the following claims. 
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What is claimed is: 

1. An isolated operon comprising a nucleotide sequence, or an allelic 
variant or homolog of the nucleotide sequence, encoding: 

a gepl03 polypeptide comprising the amino acid sequence of SEQ ID NO:l, 
5 as depicted in Fig. 1 ; 

a gepl 1 19 polypeptide comprising the amino acid sequence of SEQ ID 
NO:4, as depicted in Fig. 2; 

a gepl 122 polypeptide comprising the amino acid sequence of SEQ ID 
NO:7, as depicted in Fig. 3; 
10 a gepl315 polypeptide comprising the amino acid sequence of SEQ ID 

NO: 10, as depicted in Fig. 4; 

a gepl 493 polypeptide comprising the amino acid sequence of SEQ ID 
NO: 13, as depicted in Fig. 5; 

a gepl 507 polypeptide comprising the amino acid sequence of SEQ ID 
15 NO: 16, as depicted in Fig. 6; 

a gepl 511 polypeptide comprising the amino acid sequence of SEQ ID 
NO: 19, as depicted in Fig. 7; 

a gepl518 polypeptide comprising the amino acid sequence of SEQ ID 
NO:22, as depicted in Fig. 8; 
20 a gepl 546 polypeptide comprising the amino acid sequence of SEQ ED 

NO:25, as depicted in Fig. 9; 

a gepl 551 polypeptide comprising the amino acid sequence of SEQ ID 
NO:28, as depicted in Fig. 10; 

a gepl 561 polypeptide comprising the amino acid sequence of SEQ ID 
25 NO:31, as depicted in Fig. 11; 

a gepl580 polypeptide comprising the amino acid sequence of SEQ ID 
NO:34, as depicted in Fig. 12; 

a gepl713 polypeptide comprising the amino acid sequence of SEQ ID 
NO:37 as depicted in Fig. 13; 
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a gep222 polypeptide comprising the amino acid sequence of SEQ ID 
NO:40, as depicted in Fig. 14; 

a gep2283 polypeptide comprising the amino acid sequence of SEQ ID 
NO:43, as depicted in Fig. 15; 
5 a gep273 polypeptide comprising the amino acid sequence of SEQ ID 

NO:46, as depicted in Fig. 16; 

a gep286 polypeptide comprising the amino acid sequence of SEQ ID 
NO:49, as depicted in Fig. 17; 

a gep311 polypeptide comprising the amino acid sequence of SEQ ID 
10 NO:52, as depicted in Fig. 18; 

a gep3262 polypeptide comprising the amino acid sequence of SEQ ID 
NO:55, as depicted in Fig. 19; 

a gep3387 polypeptide comprising the amino acid sequence of SEQ ID 
NO:58, as depicted in Fig. 20; 
15 a gep47 polypeptide comprising the amino acid sequence of SEQ ID NO:61, 

as depicted in Fig. 21; 

a gep61 polypeptide comprising the amino acid sequence of SEQ ID NO:64, 
as depicted in Fig. 22; or 

a gep76 polypeptide comprising the amino acid sequence of SEQ ID NO:67, 
20 as depicted in Fig. 23. 

2. An isolated nucleic acid molecule comprising a nucleic acid sequence 
selected from the group consisting of: 

(1) an operon comprising the sequence of SEQ ID NO:2, as depicted in Fig. 
1, or degenerate variants thereof; 
25 (2) an operon comprising the sequence of SEQ ID NO:2, or degenerate 

variants thereof, wherein T is replaced by U; 

(3) nucleic acids complementary to (1) and (2); 
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(4) fragments of (1), (2), and (3) that are at least 15 base pairs in length and 
which hybridize under stringent conditions to genomic DNA encoding the 
polypeptide of SEQ ID NO:l; 

(5) an operon comprising the sequence of SEQ ID NO:5, as depicted in Fig. 
5 2, or degenerate variants thereof; 

(6) an operon comprising the. sequence of SEQ ID NO:5, or degenerate 
variants thereof, wherein T is replaced by U; 

(7) nucleic acids complementary to (5) and (6); 

(8) fragments of (5), (6), and (7) that are at least 15 base pairs in length and 
10 which hybridize under stringent conditions to genomic DNA encoding the 

polypeptide of SEQ ID NO:4; 

(9) an operon comprising the sequence of SEQ ID NO:8, as depicted in Fig. 
3, or degenerate variants thereof; 

(10) an operon comprising the sequence of SEQ ID NO:8, or degenerate 
1 5 variants thereof, wherein T is replaced by U; 

(11) nucleic acids complementary to (9) and (10); 

(12) fragments of (9), (10), and (11) that are at least 15 base pairs in length 
and which hybridize under stringent conditions to genomic DNA encoding the 
polypeptide of SEQ ID NO:7; 

20 (13) an operon comprising the sequence of SEQ ID NO:l 1, as depicted in 

Fig. 4, or degenerate variants thereof; 

(14) an operon comprising the sequence of SEQ ID NO: 11, or degenerate 
variants thereof, wherein T is replaced by U; 

(15) nucleic acids complementary to (13) and (14); and 

25 (16) fragments of (13), (14), and (15) that are at least 15 base pairs in 

length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO: 10; 
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(17) an operon comprising the sequence of SEQ ID NO: 14, as depicted in 
Fig. 5, or degenerate variants thereof; 

(18) an operon comprising the sequence of SEQ ID NO: 14, or degenerate 
variants thereof, wherein T is replaced by U; 

5 (19) nucleic acids complementary to (17) and (18); 

(20) fragments of (17), (18), and (19) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO: 13; 

(21) an operon comprising the sequence of SEQ ID NO:17, as depicted in 
10 Fig. 6, or degenerate variants thereof; 

(22) an operon comprising the sequence of SEQ ID NO: 17, or degenerate 
variants thereof, wherein T is replaced by U; 

(23) nucleic acids complementary to (21) and (22); 

(24) fragments of (21), (22), and (23) that are at least 15 base pairs in 

15 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO: 16; 

(25) an operon comprising the sequence of SEQ ID NO:20, as depicted in 
Fig. 7, or degenerate variants thereof; 

(26) an operon comprising the sequence of SEQ ED NO:20, or degenerate 
20 variants thereof, wherein T is replaced by U; 

(27) nucleic acids complementary to (25) and (26); 

(28) fragments of (25), (26), and (27) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:19; 

25 (29) an operon comprising the sequence of SEQ ID NO:23, as depicted in 

Fig. 8, or degenerate variants thereof; 
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(30) an operon comprising the sequence of SEQ ID NO:23, or degenerate 
variants thereof, wherein T is replaced by U; 

(31) nucleic acids complementary to (29) and (30); and 

(32) fragments of (39), (30), and (31) that are at least 15 base pairs in 

5 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:22; 

(33) an operon comprising the sequence of SEQ ID NO:26, as depicted in 
Fig. 9, or degenerate variants thereof; 

(34) an operon comprising the sequence of SEQ ID NO:26, or degenerate 
10 variants thereof, wherein T is replaced by U; 

(35) nucleic acids complementary to (33) and (34); 

(36) fragments of (33), (34), and (35) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:25; 

15 (37) an operon comprising the sequence of SEQ ID NO:29, as depicted in 

Fig. 10, or degenerate variants thereof; 

(38) an operon comprising the sequence of SEQ ID NO:29, or degenerate 
variants thereof, wherein T is replaced by U; 

(39) nucleic acids complementary to (37) and (38); 

20 (40) fragments of (37), (38), and (39) that are at least 15 base pairs in 

length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:28; 

(41) an operon comprising the sequence of SEQ ID NO:32, as depicted in 
Fig. 11, or degenerate variants thereof; 
25 (42) an operon comprising the sequence of SEQ ID NO:32, or degenerate 

variants thereof, wherein T is replaced by U; 

(43) nucleic acids complementary to (41) and (42); 
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(44) fragments of (41), (42), and (43) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:31; 

(45) an operon comprising the sequence of SEQ ID NO:35, as depicted in 
5 Fig. 12, or degenerate variants thereof; 

(46) an operon comprising the sequence of SEQ ID NO:35, or degenerate 
variants thereof, wherein T is replaced by U; 

(47) nucleic acids complementary to (45) and (46); and 

(48) fragments of (45), (46), and (47) that are at least 1 5 base pairs in 

10 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:34; 

(49) an operon comprising the sequence of SEQ ID NO:38, as depicted in 
Fig. 13, or degenerate variants thereof; 

(50) an operon comprising the sequence of SEQ ID NO:38, or degenerate 
15 variants thereof, wherein T is replaced by U; 

(51) nucleic acids complementary to (49) and (50); 

(52) fragments of (49), (50), and (51) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:37; 

20 (53) an operon comprising the sequence of SEQ ID NO:41, as depicted in 

Fig. 14, or degenerate variants thereof; 

(54) an operon comprising the sequence of SEQ ID NO:41, or degenerate 
variants thereof, wherein T is replaced by U; 

(55) nucleic acids complementary to (53) and (54); 

25 (56) fragments of (53), (54), and (55) that are at least 15 base pairs in 

length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:40; 
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(57) an operon comprising the sequence of SEQ ID NO:44, as depicted in 
Fig. 15, or degenerate variants thereof; 

(58) an operon comprising the sequence of SEQ ID NO:44, or degenerate 
variants thereof, wherein T is replaced by U; 

5 (59) nucleic acids complementary to (57) and (58); 

(60) fragments of (57), (58), and (59) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:39; 

(61) an operon comprising the sequence of SEQ ID NO:47, as depicted in 
10 Fig. 16, or degenerate variants thereof; 

(62) an operon comprising the sequence of SEQ ID NO:47, or degenerate 
variants thereof, wherein T is replaced by U; 

(63) nucleic acids complementary to (61) and (62); and 

(64) fragments of (61), (62), and (63) that are at least 15 base pairs in 

15 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:46; 

(65) an operon comprising the sequence of SEQ ID NO:50, as depicted in 
Fig. 17, or degenerate variants thereof; 

(66) an operon comprising the sequence of SEQ ID NO: 50, or degenerate 
20 variants thereof, wherein T is replaced by U; 

(67) nucleic acids complementary to (65) and (66); 

(68) fragments of (65), (66), and (67) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:49; 

25 (69) an operon comprising the sequence of SEQ ID NO:53, as depicted in 

Fig. 18, or degenerate variants thereof; 
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(70) an operon comprising the sequence of SEQ ID NO:53, or degenerate 
variants thereof, wherein T is replaced by U; 

(71) nucleic acids complementary to (69) and (70); 

(72) fragments of (69), (70), and (71) that are at least 15 base pairs in 

5 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:52; 

(73) an operon comprising the sequence of SEQ ID NO:56, as depicted in 
Fig. 19, or degenerate variants thereof; 

(74) an operon comprising the sequence of SEQ ID NO:56, or degenerate 
10 variants thereof, wherein T is replaced by U; 

(75) nucleic acids complementary to (73) and (74); 

(76) fragments of (73), (74), and (75) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:55; 

15 (77) an operon comprising the sequence of SEQ ID NO: 59, as depicted in 

Fig. 20, or degenerate variants thereof; 

(78) an operon comprising the sequence of SEQ ID NO:59, or degenerate 
variants thereof, wherein T is replaced by U; 

(79) nucleic acids complementary to (77) and (78); and 

20 (80) fragments of (77), (78), and (79) that are at least 15 base pairs in 

length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:58; 

(81) an operon comprising the sequence of SEQ ID NO:62, as depicted in 
Fig. 21, or degenerate variants thereof; 
25 (82) an operon comprising the sequence of SEQ ID NO:62, or degenerate 

variants thereof, wherein T is replaced by U; 

(83) nucleic acids complementary to (81) and (82); 
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(84) fragments of (81), (82), and (83) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO;61; 

(85) an operon comprising the sequence of SEQ ID NO:65; as depicted in 
5 Fig. 22, or degenerate variants thereof; 

(86) an operon comprising the sequence of SEQ ID NO:65, or degenerate 
variants thereof, wherein T is replaced by U; 

(87) nucleic acids complementary to (85) and (86); 

(88) fragments of (85), (86), and (87) that are at least 15 base pairs in 

1 0 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:66; 

(89) an operon comprising the sequence of SEQ ID NO:68, as depicted in 
Fig. 23, or degenerate variants thereof; 

(90) an operon comprising the sequence of SEQ ID NO:68, or degenerate 
15 variants thereof, wherein T is replaced by U; 

(91) nucleic acids complementary to (89) and (90); and 

(92) fragments of (89), (90), and (91) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:67. 

20 3. An isolated operon from Streptococcus comprising a nucleotide sequence 

that is at least 85% identical to a nucleotide sequence selected from the group 
consisting of 

SEQ ID NO:2; 
SEQ ID NO:5; 
25 SEQ ID NO:8; 

SEQ IDNO:ll; 
SEQ ID NO:14; 
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SEQ ID NO: 17; 

SEQ ID NO:20; 

SEQ ID NO:23; 

SEQ ID NO:26; 
5 SEQ ID NO:29; 

SEQ ID NO:32; 

SEQ ID NO:35; 

SEQ ID NO:38; 

SEQIDNO:41; 
10 SEQ ID NO:44; 

SEQ ID NO:47; 

SEQ ID NO:50; 

SEQ ID NO:53; 

SEQ ID NO:56; 
15 SEQIDNO:59; 

SEQ ID NO:62; 

SEQ ID NO:65; and 

SEQ ID NO:68. 

4. An isolated nucleic acid molecule that is at least 15 base pairs in length 
20 and hybridizes under stringent conditions to a nucleotide sequence selected from 
the group consisting of 

SEQ ID NO:2; 

SEQ ID NO:5; 

SEQ ID NO:8; 
25 SEQIDNOrll; 

SEQ ID NO:14; 

SEQ ID NO:17; 

SEQ ID NO:20; 

SEQ ID NO:23; 
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SEQ ID NO:26; 

SEQ ID NO:29; 

SEQ ID NO:32; 

SEQ ID NO:35; 
5 SEQ ID NO:38; 

SEQ IDNO:41; 

SEQ ID NO:44; 

SEQ ID NO:47; 

SEQ ID NO:50; 
10 SEQ ID NO:53; 

SEQ ID NO:56; 

SEQ ID NO:59; 

SEQ ID NO:62; 

SEQ ID NO:65; and 
15 SEQIDNO:68. 

5. A vector comprising an operon of claim 1. 

6. A vector comprising a nucleic acid molecule of claim 2. 

7. An expression vector comprising an operon of claim 1 operably linked 
to a nucleotide sequence regulatory element that controls expression of said operon. 

20 8. An expression vector comprising a nucleic acid molecule of claim 2, 

wherein said nucleic acid molecule is operably linked to a nucleotide sequence 
regulatory element that controls expression of said nucleic acid. 

9. A host cell comprising an exogenously introduced operon of claim 1. 
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10. A host cell comprising an exogenously introduced nucleic acid 
molecule of claim 2. 

11. A host cell of claim 9, wherein the cell is a yeast or bacterium. 

12. A host cell of claim 10, wherein the cell is a yeast or bacterium. 

5 13. A genetically engineered host cell comprising an operon of claim 1 

operably linked to a heterologous nucleotide sequence regulatory element that 
controls expression of the operon in the host cell. 

14. A host cell of claim 13, wherein the cell is a yeast or bacterium. 

15. A genetically engineered host cell comprising a nucleic acid molecule 
10 of claim 2 operably linked to a nucleotide sequence regulatory element that controls 

expression of the nucleic acid in the host cell. 

16. A host cell of claim 15, wherein the cell is a yeast or bacterium. 

17. An isolated operon comprising a nucleotide sequence encoding a 
polypeptide comprising an amino acid sequence selected from the group consisting 

15 of: 

the amino acid sequence of SEQ ID NO:l, as depicted in Fig. 1; 
the amino acid sequence of SEQ ID NO:4, as depicted in Fig. 2; 
the amino acid sequence of SEQ ID NO:7, as depicted in Fig. 3; 
the amino acid sequence of SEQ ID NO: 10, as depicted in Fig. 4; 
20 the amino acid sequence of SEQ ID NO: 13, as depicted in Fig. 5; 

the amino acid sequence of SEQ ID NO: 16, as depicted in Fig. 6; 
the amino acid sequence of SEQ ID NO:19, as depicted in Fig. 7; 
the amino acid sequence of SEQ ID NO:22, as depicted in Fig. 8; 
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10 



15 



the amino acid sequence of SEQ ID NO:25, as depicted 
the amino acid sequence of SEQ ID NO:28, as depicted 
the amino acid sequence of SEQ ID NO:31, as depicted 
the amino acid sequence of SEQ ID NO:34, as depicted 
the amino acid sequence of SEQ ID NO:37, as depicted 
the amino acid sequence of SEQ ID NO:40, as depicted 
the amino acid sequence of SEQ ID NO:43, as depicted 
the amino acid sequence of SEQ ID NO:46, as depicted 
the amino acid sequence of SEQ ID NO:49, as depicted 
the amino acid sequence of SEQ ID NO:52, as depicted 
the amino acid sequence of SEQ ID NO:55, as depicted 
the amino acid sequence of SEQ ID NO:58, as depicted 
the amino acid sequence of SEQ ID NO:61, as depicted 
the amino acid sequence of SEQ ID NO:64, as depicted 
the amino acid sequence of SEQ ID NO:67, as depicted 



n Fig. 9; 
n Fig. 10 
n Fig. 11 
n Fig. 12 
n Fig. 13 
n Fig. 14 
n Fig. 15 
n Fig. 16: 
n Fig. 17 
n Fig. 18 
n Fig. 19 
n Fig. 20: 
n Fig. 21 
n Fig. 22 
n Fig. 23 



and 



18. An isolated polypeptide encoded by a nucleic acid located within an 
operon comprising a nucleic acid sequence selected from the group consisting of 
SEQ ID NO: 2, 5, 8, 11, 14, 17, 20, 23, 26, 29, 32, 35, 38, 41, 44, 47, 50, 53, 56, 
59, 62, 65, and 68. 

20 19. An isolated polypeptide, said polypeptide being encoded by an operon 

of claim 1. 



20. An isolated polypeptide, said polypeptide being encoded by a nucleic 
acid molecule of claim 2. 

21. An isolated polypeptide, said polypeptide being encoded by an 
25 operon of claim 3. 
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22. A method for identifying an antibacterial agent, the method comprising: 

(a) contacting a test compound with a polypeptide, or a homolog of a 
polypeptide, encoded by a nucleic acid sequence located within an operon 
comprising a GEP gene selected from the group consisting of gepl03, geplll9, 

5 gepll22, gepl315, gepl493, gepl507, geplSll, gepl518, gepl546, geplSSl, 
gepl561, gepl580, gepl713, gep222, gep2283, gep273, gep286, gep311, gep3262, 
gep3387, gep47, gep61, and gep76; and 

(b) detecting binding of the test compound to the polypeptide, wherein 
binding indicates that the test compound is an antibacterial agent. 

10 23. The method of claim 22, further comprising: 

(c) determining whether a test compound that binds to the polypeptide 
inhibits growth of bacteria, relative to growth of bacteria cultured in the absence of 
a test compound that binds to the polypeptide, wherein inhibition of growth 
indicates that the test compound is an antibacterial agent. 

15 24. The method of claim 22, wherein the polypeptide is selected from the 

group consisting of gepl03, geplll9, gepll22, gepl315, gepl493, gepl507, 
geplSll, gepl518, gepl546, geplSSl, gepl561, gepl580, gepl713, gep222, 
gep2283, gep273, gep286, gep311, gep3262, gep3387, gep47, gep61, and gep76. 

25. The method of claim 22, wherein the test compound is immobilized on 
20 a substrate, and binding of the test compound to the polypeptide is detected as 

immobilization of the polypeptide on the immobilized test compound. 

26. The method of claim 25, wherein immobilization of the polypeptide on 
the test compound is detected in an immunoassay with an antibody that specifically 
binds to the polypeptide. 



WO 99/33871 



PCT/US98/27918 



-60- 

27. The method of claim 22, wherein the test compound is selected from 
the group consisting of polypeptides and small molecules. 

28. The method of claim 22, wherein: 

(a) the polypeptide is provided as a fusion protein comprising the 

5 polypeptide fused to (i) a transcription activation domain of a transcription factor or 
(ii) a DNA-binding domain of a transcription factor; and 

(b) the test compound is a polypeptide that is provided as a fusion protein 
comprising the test polypeptide fused to (i) a transcription activation domain of a 
transcription factor or (ii) a DNA-binding domain of a transcription factor, to 

10 interact with the fusion protein; and 

(c) binding of the test compound to the polypeptide is detected as 
reconstitution of a transcription factor. 



29. An antibody that specifically binds to a GEP polypeptide of claim 19. 



30. An antibody of claim 29, wherein the antibody is a monoclonal 
15 antibody. 



31. A method for identifying an antibacterial agent, the method comprising: 

(a) contacting a polypeptide encoded by a nucleic acid located within an 
operon comprising a GEP gene with a test compound; 

(b) detecting a decrease in function of the polypeptide contacted with the 
20 test compound; and 

(c) determining whether a test compound that decreases function of a 
contacted polypeptide inhibits growth of bacteria, relative to growth of bacteria 
cultured in the absence of a test compound that decreases function of a contacted 
polypeptide, wherein inhibition of growth indicates that the test compound is an 

25 antibacterial agent. 
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32. The method of claim 31, wherein the polypeptide is selected from the 
group consisting of gepl03, geplll9, gepll22, gepl315, gepl493, gepl507, 
geplSll, gepl518, gepl546, gepl551, gepl561, gepl580, gepl713, gep222, 
gep2283, gep273, gep286, gep311, gep3262, gep3387, gep47, gep61, and gep76. 

5 33. The method of claim 31, wherein the test compound is selected from 

the group consisting of polypeptides and small molecules. 

34. A method for identifying an antibacterial agent, the method comprising: 

(a) contacting a nucleic acid comprising an operon containing a gene 
encoding a GEP polypeptide with a test compound, wherein the GEP polypeptide is 

10 selected from the group consisting of gepl03, geplll9, gepll22, gepl315, 
gepl493, gepl507, geplSll, gepl518, gepl546, gepl551, gepl561, gepl580, 
gepl713, gep222, gep2283, gep273, gep286, gep311, gep3262, gep3387, gep47, 
gep61, and gep76; and 

(b) detecting binding of the test compound to the nucleic acid, wherein 
15 binding indicates that the test compound is an antibacterial agent. 

35. The method of claim 34, further comprising: 

(c) determining whether a test compound that binds to the nucleic acid 
inhibits growth of bacteria, relative to growth of bacteria cultured in the absence of 
the test compound that binds to the nucleic acid, wherein inhibition of growth 

20 indicates that the test compound is an antibacterial agent. 

36. The method of claim 34, wherein the test compound is selected from 
the group consisting of polypeptides and small molecules. 

37. An isolated nucleic acid or an allelic variant thereof encoding: 

a gepl493 polypeptide comprising the amino acid sequence of SEQ ID 
25 NO: 13, as depicted in Fig. 5; 



WO 99/33871 



PCT/US98/27918 



- 62 - 

a gepl507 polypeptide comprising the amino acid sequence of SEQ ID 
NO: 16, as depicted in Fig. 6; 

a gepl546 polypeptide comprising the amino acid sequence of SEQ ID 
NO:25, as depicted in Fig. 9; 
5 a gep273 polypeptide comprising the amino acid sequence of SEQ ID 

NO:46, as depicted in Fig. 16; 

a gep286 polypeptide comprising the amino acid sequence of SEQ ID 
NO:49, as depicted in Fig. 17; or 

a gep76 polypeptide comprising the amino acid sequence of SEQ ID NO:67, 
10 as depicted in Fig. 23. 

38. An isolated nucleic acid comprising a sequence selected from the group 
consisting of: 

(1) SEQ ID NO: 14, as depicted in Fig. 5, or degenerate variants thereof; 

(2) SEQ ID NO: 14, or degenerate variants thereof, wherein T is replaced by 

15 U; 

(3) nucleic acids complementary to (1) and (2); 

(4) fragments of (1), (2), and (3) that are at least 15 base pairs in length and 
which hybridize under stringent conditions to genomic DNA encoding the 
polypeptide of SEQ ID NO:13; 

20 (5) SEQ ID NO: 17, as depicted in Fig. 6, or degenerate variants thereof; 

(6) SEQ ID NO: 17, or degenerate variants thereof, wherein T is replaced by 

U; 

(7) nucleic acids complementary to (5) and (6); 

(8) fragments of (5), (6), and (7) that are at least 15 base pairs in length and 
25 which hybridize under stringent conditions to genomic DNA encoding the 

polypeptide of SEQ ID NO: 16; 

(9) SEQ ID NO:26, as depicted in Fig. 9, or degenerate variants thereof; 

(10) SEQ ID NO:26, or degenerate variants thereof, wherein T is replaced 

by U; 
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(11) nucleic acids complementary to (9) and (10); 

(12) fragments of (9), (10), and (11) that are at least 15 base pairs in length 
and which hybridize under stringent conditions to genomic DNA encoding the 
polypeptide of SEQ ID NO:25; 

5 (13) SEQ ID NO:47, as depicted in Fig. 16, or degenerate variants thereof; 

(14) SEQ ID NO:47, or degenerate variants thereof, wherein T is replaced 

by U; 

(15) nucleic acids complementary to (13) and (14); 

(16) fragments of (13), (14), and (15) that are at least 15 base pairs in 

10 length and which hybridize under stringent conditions to genomic DNA encoding 
the polypeptide of SEQ ID NO:46; 

(17) SEQ ID NO:50, as depicted in Fig. 17, or degenerate variants thereof; 

(18) SEQ ID NO:50, or degenerate variants thereof, wherein T is replaced 

by U; 

15 (19) nucleic acids complementary to (i) and (j); 

(20) fragments of (i), (j)> and (k) that are at least 15 base pairs in length 
and which hybridize under stringent conditions to genomic DNA encoding the 
polypeptide of SEQ ID NO:49; 

(21) SEQ ID NO:68, as depicted in Fig. 23, or degenerate variants thereof; 
20 (22) SEQ ID NO:68, or degenerate variants thereof, wherein T is replaced 

by U; 

(23) nucleic acids complementary to (21) and (22); and 

(24) fragments of (21), (22), and (23) that are at least 15 base pairs in 
length and which hybridize under stringent conditions to genomic DNA encoding 

25 the polypeptide of SEQ ID NO:67. 



39. A method for identifying an antibacterial agent, the method comprising: 
(a) contacting a test compound with a polypeptide, or a homolog of a 

polypeptide, encoded by a nucleic acid sequence located within an operon 

comprising a B-yneS gene; and 
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(b) detecting binding of the test compound to the polypeptide, wherein 
binding indicates that the test compound is an antibacterial agent. 

40. The method of claim 39, further comprising: 

(c) determining whether a test compound that binds to the polypeptide 
inhibits growth of bacteria, relative to growth of bacteria cultured in the absence of 
a test compound that binds to the polypeptide, wherein inhibition of growth 
indicates that the test compound is an antibacterial agent. 
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(SEO ID NO: 2) 1 TCC ^ rrrrreG *g^ C ^ 1 1 U I Li 1 L 1 AT AAAATAGAT AAAAATCGTACAATA inn 

X ' ACGACTAAAAACCTCTTTCAAATJUTCrCTATTTTCTCXCA l 1L^. : > I I XAOCTXAACTATfcAAAACJUUjATATTTTATCTXTTTTTXCCATCTTXT 

(SEQ ID NO: 3) 

101 ATAAATTCAGtrrAATAAr^TnATJTTlfTAT^lTlTT^^ 

TATTTAACTCeATrATTCCTACTCTAATCTATTrATAAATTrTCATACCSCTTAAT 1 > 1 L 1 . 1 CATCCTCTA 1 i 1L U UH 

(SEQ ID NO: 1) i mrldkylkvsr i i xrrtvaxevadxgr 37 

201 ATCAACCTT AATCGAATCTTGGCCAAAACTT 1 1LLLI 1 1U* CAATAA G1 iU.ll.Ll ill AAAASTAC lot) 

TACTTCCAATT ACCrTACAACOCCTTTTCAA O 1 1 GC C l ljAACTTrCAATTACTCCTTCAACTTTAAC C CAAACCCTTATT^ 

28IKV»CILAItSSTDLItVHOOVEXRrGMKLLLVKVL II 

301 TAGAQATOAAAGATACTA r MAAAAiK C AAGATCCACCACGAATCTATCAAATTATCAGTCAAACACCCCT AG^ 40n 
ATCTCT ACTTTCTATC A 1 G 1 1 1 1 U 1 L 1 1 LI A LU ILU1 LL 1 1 ACAT ACTTTAATACTCAL 1 1 1 1.1ULLLA T L U 11 U 1 ACACATTTTTATAACATOTTA 

« EHKOSTKKCOAACMYEI ISETRVEENV* 
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(SEQ ID NO: 5 ) 1 caaa iccui j icu uiTOTCACTtn-AGccATCAAgicrrrA^^ 1Q0 

CTTTfcGGCAAAGC^ACACTCACATCOCTACrrocaU^ I LL i U A U 1 . I 1 LL . i H 1 U C 

(SEQ ID NO: 6) 

1 0 1 CGCCACAAATCACTTCTCAATTXTGCCAAACTAC™ 2 00 
CLLU1 L 1 1 1 AOTGAACAGTrAACA CCG 1 1 1 CA TGAATGTrCAAACTA L 1111 CC lUlACCl CL 1 1 UA CTXACCACTCTTTXCXATTATCTCCAAAATACT 

(SEQ ID. NO: A) i mkrtwrnsfvtnlktpfmx 19 

3 01 TTGCCAATATTCAGATTCCCAATCgTACCCTTTTACCCCCTATCCCTGCCT 1 1 1 LU 1 XCCATCCCAAAACACCTCCGAGCTCGACT 300 

AACCCTTATAACTCTAACCCTTACCATCCCAAAATCGCCCATACCCACCGCACT^ 

30 CHirXPNRT VLAPHACVTHSAPftTIAXCLCACL 53 

3 01 CGTrCTAATCCAAATOGTCTCTGACAACCC AATCCAATACAA T CTCTATC 4 00 

CCAACATTACCTTTACCACACA C i U 11 CCCTTAGGTTAT L- UGIIGCU1U1 CGCACCTATACGAACTATACCTACT CCCOL 11U U GGACAGAGATAO 

51 VVHEMVSDKCXQYHKEXTLHMLHIOECCHPVSI 85 

4 01 CAA L1 1 I I ll^ ACCGATGAAGACAGCCTACCACGCGCACCAGAATTCAT^ 500 

GTTGAAAAACCATCCCTA LlALiUI CGGATCCTSCC LUILUILIl AAGTAG O* 1L1 1 1 1 U 1 IAj 1 1 1 1 UO CTATACCAGCTATA U U I ACCCCACCCCAC 

86 0LFGSDEDSLARAAEFIOENTXTDI VOINMCCPV 119 

0 

5 0 1 TCAACAAAATCCTCAAGAACCAAGCTGGACCTATGTGCCTCAACCATCCT fi 0 0 

A U 1 1\* 1 1 1 1 AGCA L * i I U U. I . CSACCTCGATACACCGACTTCCTAGGAL i U l CTAGATCAGATACTA L, 1 1LX 1 CCACCTCACACACCAACTATACCC 

130 W X I VXNEAGAHWLXDPDK I Y S I I NKV05VL0X P 153 

6 01 ACTTACTCTCAAAATCCGTACCGCCTGCCCOGACCCATCTCTCGCACT 1 1 CTCCCCTCGCCATGCAT 700 

TGAATCACAG . . ♦ ♦ ACGCATGGCCCACCCCCCTGCCTACACACCCTCAT L I . . I ACGCGAGCGACGACTCCCACCTCCACAAAGACCGGAGCGGTACCTA 

151 I.TVRMKTGWADP5LAVEHALAACAAGVSALAHH 1 85 

tOl ^CCtrTACCCCTCAACAAATCTATACTCGeCACCCAGACCTTCAC B 00 
CCGCCATGGCCA L . 1 L> . 1 l ACATATCACCU* IL Z U ICTCGAACTCTGGCAAATGTTCCAACGCGTTCGAGATTCGT^ 

IBtGRTR EQHY7GHADIETLYKVAQALTK I PF I ANGD 219 

90 i ATATCCCTACTCTCCAAGAACCCAACCAACCCATCCAACAACT 900 
TAT ACC CATCACAC<rrTCTTCCCTTCCTTGCGTAGCrrCTTCAAC CACCACTCC^ 

230 IRTVOEAXORIEEVGADAVMICRAAHCHPYLFM 253 

90 1 CCAAATCAACCATTACTTTGAAACAGCAGAAATCCTACCTCATTTGAC l00 0 
CCTTTAGTTCGTAATGAAACTTTCTCCTCTTTAGGATCCACTAAACTGGAAA 

251 OZNHYfETGEILPDLTFEDKMKIAYEHLKRLXM 285 

1 0C I CTCAAAGCAGAAAACCTCGCACTTCGTCAATTCCGCGCCCTCCCTCCTCACT^ 110 o 
GACTTTCTT CTTTTG CACCCTCAACCA CTTAAGG CCCCGGAGCGAGGAGTGATAGAGG CACC7TCT ACA CCCCGACGCT 

286LKCEKVAVREFRCLAPHYLRC7SGAAXLRGAIS0 11» 

1 I 0 1 AACCTAGCACCCTACCAGAGATTOAAG C L !L I'L' I U CAATTGCAGAAGGCTT AATAGTTT AAAACCCCT AACTCTCTTAAACAGTCTCTTGAATGCCCCCA 1300 
TTXGATCGTGG<lfcTCGTCTCTAACr7CCCGAGAACCTTAACCTCTTCCGAATTA 

130 A S T *_ A E : EALvQvEKA* jj6 
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(SEO ID NO: 8) 1 ^^^fiS^i™^ r-ri 

(SEQ ID NO 9) CCTOCT ^ COTC * AA * CCGXCTATAA ^^ 00 

1 0 1 T ACT AGATTTT CAAA T l 111 I 1 1 lU AGCTACTTTCTCAGTC^CACATAAOGA Llll ll j L lLLl CAXACTTCA7TCCTATTCATCAT^r->-r> 

ATCATCTAAAACTTTACGGAAAAArrct^TCAAAGACTCACT 200 



2 0 1 £I2*S£T£*P^ T SE*^ 

GACTGGTAGTAATTAGGTGAATACAAGAAATTCTAATCem^ UACTTCT 



CTATAAGAGACTGAACA 



300 



i o i ttttcactgcgiol: : 1 aaa£k^taactgctagag(xiccacattcttac^taacaaaattcacca^ 1 1 ■ , , , ■ , , : 

AAAACTCACCCACCAAATTTCCTATTCACCATCrCCCCCTCTAAC^ 400 

401 TCACCTTATCTCTCGATAA^TAAAACCAACAATTGTATL 1 1 Ll#C» 1 t^TATAGCATTTGTCCCCATTATCAAGCTCCATCACATAGAGT i 1 1 ' liilLi i inn 
ACTCGAATACACACCTATTGTA7 U ill . Ill 1 AA<^TAGAATCCACTATATCCTAAAaua3CTAAT ° 

^^^^^^^^^^^^^^^^*^^^*^^**^*^Q*^*TT^*CACTATTCTATCCCCATACTTACACTTTCA C* i .Ul I 1 U I ATGGT AATTTTTACTTC 

(SEQ ID NO: 7) i n n L x v * 0 k i p u * , K l4 

6C: i^IS^nJii^S 0 ^^*^ 1 ^^ too 

CCCTACCCTTAATTCCCAC7CCC7TACC 700 

ISRMCIMCECICFYCKTLVFVPCALKCEOiycOlTS 4B 

?01 C7ATT ACACCCAA L. . 1 GAAG^AAAATTACTGAACGTCAACAAGAAGTCTAAATTTCGAATTGTGCCA 1 L 1 111 ACTaTTT1t*»t^i»-m»i-*-_/»»*-A 

CATAATCTC CGTTGAAACAACTTCCTTTTAATGACTTCCAGT^ ,0 ° 

BC1 CTCCCAAATCATCCACCTSCATTATGATAACCACCTCCACTTCAAC^CC^CTTACTTCATCAACCSCTCAAAX srxc^. T XTrTA»»»* Bnn 

CACGCTTTACTACC7CCAC5TAATACTATO »« 

9: C3lKK - HY DXOUErKTDLLHOALICKFAPACyE K 114 

A . *CTTTAACCAGG7TGATAACCTTACCT£CTTCCTTTTATAATC^ 1000 

YE2KPT •^* M 0EPK yyBXKLOFCTRKrXHOvXACL 14» 

A.A.ACCT-TTTTCACACTSATAAATCATCTCAArTTTCTWCCCACCAT^ 1100 

M » YA0>,SH1fLV tl-»tOCLV0OXCTOVlAH«LAELLr HI 

AATACTCCTCTAACOTACTCCCTACTrTCrTTTCAACATCCACATCWT^^ "°° 

lB? T 8 0 1 P 1 T 0 C « « V L C V » T I H V H H A R X T G 0 V 0 I I : 21 « 

I: * VTKRC - KLT0Lv *ti.VKOFPEVVTVAVNTNTAKT 2«« 

; - S£^S2£g£g£^^ moo 
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249 SEIYGEXTSIIWCOESIOEGVLHYirSLSPRAF 3 81 

1401 TT»TC^CT»JUITCCTC»SCJUU^C 1500 
AATACTTGATTTAGGAl I LU i 1 ll>l L A I U U5CACATATCCCTTCCTCATTTTCCCCACCTACAACTA H 1 C 1 1 C i GO I AAACTAACTCCGAATAACACCT 

312 YOLHPEOTtVtTStAVIALDVDKIDHLIOAYCC 314 

1501 GTTCCAACCATTCGATTTGCCTTTCCAAACAAAGT^^ 1«00 
CAACCTTCCTAACCTAAA CG GAAA LU ILtL.J ' CAI 111 I fl T GA CTCTCCATACCTATAATAACCTCTTCCATAACTTCTAOOCTrCCCTTTACCATTTT 

JlSVCTICrAFAICICVItTLRGMDI IPEAIEDAXKNAKR 346 

1601 CAATeC^TTTCACAATACTCXTTATCAACCTCaAACCCCACAACACATT A I I LL 1 LU 1 1 laTTACAACCA ACCCTACCeA C CACATCCTTTGATTCTTCA 1700 
CTTACCCTAAACTCTTATCACTAATACTTCCACCTTC LLU i Ll 1 L IL1 AATAACGACCAACCATGTTCCTTCCCATCCCTCCTCTACCAAACTAACAACT 

349 MCrDKTHYEACTAEEIIPRHTfKSCYRADAtlVD 381 

1701 CCCACCACCTACAGGTCTCCATGATAACTrATTACATACTATTCTfACTTATCTAC^^ 1 1 1 Li 1 U 1 AATCTTTCCA LL. 11U.L1 1 1 0 0 

C<XrrCGTCCATGTCa^CACCTACTATTCAATAATCTATCATAAGAATGAATACATCCTC - 1 1 1 1 1 ACCAAATATAAASAACATTACAAACCTCGAACCCA 

J82 PPRTGLOOKULOTZLTYVPEKMVYISCHVSTLA 414 

1801 CGTGATTTGGTACCCTTAGTAGAAGTCTATGATCTTCATTATATCCAGTCGGTCCATATGTTC 1900 
CCACTAAACCATGCGAATCATCTTCAGATACTAGAACTAATATACGTCACCCACCTAT^ 

415 RDLVRLVEVYDLHY IOSVDMFPHTARTEAVVKL I 44S 

1 9 o ; TAACAAAACTTTAAAAAAGTACTTGACAAACTTTCAAAAGACTCTATAATACTAAGAGTTGAA^ 2000 
ATTCrrTTCAAATTTTTTCATCAACTGTrrCAAAL. , : . CTGACATATTATCA7TC7CAACTTTTATTGTTCAGTCCAKGCAACCACTTCCCCAATTC7G 

449 T K V • 452 

2001 ACCCrrrTT^e^CCCTAACACCGCTTCCAATCCCCTACCCACTATGGTATC^ JOB* 
TGCGGAAAAGTGCrGCCATTGTGCCCAACCTrAGGCCATGCCTGATACCATACAACCCCAACCTTCTGAACTA 
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( crn ttj NO* 11) 1 **g*c l i ll : : j i , mi atttatcttagcaaa n i lll i laaattagctagt agcat ac l w 1 1 i i iu i actccctajuuuicaccctatttcaaattcxg ioo 

V M A TTCT C CAGCAAACAAAAATAAATAGAATCGT7TAAA*«GACTTTAA7rGATC^^ 1 1 1 1 U 1 CCCATAAAGTTTAACTC 

(SEQ ID NO: 12) 

1 0 1 TTTCACACaiTCTAGCATCCAAAAATCTGTTATAATAATOOAAA 2 00 
AAACTCTCCTACATCGTA LL U 1 1 1 AGACAATATTATTA LL ill 1LL1L1 1 CCCCTA U. 11 1 1 CTAAAATAATTA 1 L 1 1 L 1 ACTAGTCCACTAAGCACTT 

(SEQ ID N0:10) 1 « « k : i l t e o d o v : « 0 ls 

301 CAGATTGGOAAAATGCTCTCT CA ATCGCCATTTHAA O I U . I CH UC I ACAAGACTTTATOCAA U II 1 1 IA CTCTA MJUil U U7TCCGAACCTCATCTCC 300 
GTCTAALLL 1 i 1 1 ACGAGAGACTTACCCCTAAAWTTCACCACGACCA I LI I L I U AAATACCTTCAAAACTCACAT AAACAAGTCAC C L 1 1U GACTACACC 

14 Q ICKMLSEWCFXVVLVEDFKtVLSLrVOSEPHLV 49 

301 TCCTCATOCATA1 1U.111 L.U.L 1 1U U 1 AATOGTTATCACTG G Itt t CAGCAAATCCGCAACATTTCCAAgCTACCTATCA i b 1 H L a 1 1 C 1 1 CGAOAGA 400 
AGOAGTACCTATAACCAAACCGGAACAAATTACCAATAGTGAC 

SO LHDIGLPLFNCYHNCOEIRKISKVPZMFLSSRD «2 

4 0 1 CCACCCTATGGATATTGT CA TGGCAATCAATATGGGCCCGGATCA C 1 1 T C T G ACCAAC LL 1 1 1 1U ACCACCAC U1 ILL 1 1 1 ACCTAACCTTCACCCCTTG S 0 0 
CCTCCCATACCTATAACACTACCCTTAOTTATACCCCCCCCTACTQAAACACTOCTTCCGAAAAC. 1 L L tO+1 CCA ACAAAATCCATTCCAACTCCCQAAC 

83 OAHDXVMAlMHCADDFVTKPrDOQVLLAXVOCL 11 

SOI 1 1U.U1UW 1 CCTATGA M 1 1 U GGCCTCATGAGAGTTTG CTGCAATATCL 1 GO 1 CI 1ATCCTCAATACCAAATCCATCGATTTACATTATCAACGCCAAC 6 0 ( 
AACCCAOCAACCATACTOUUiCCCCCACTACTCTCAAACGACrrrATACCACCAC^ 

IKLRRSYEFGRDESLLCYACVILNTXSMOLHYQCOV 14 

S01 ? CTTGAATTTCACCAACAATGAATTCCAGATTTTACG CG 1 0 . 1 ATTTCAGCATGCACCCAACATCGTAGCACGTGACGACCrGATGCGGCAA L 1 1 1UJ U 7 0 1 
AGAACTTAAA C I OG 1 ILl I ACTTAAGGTCTAAAATCCCCACAATAAACTCCTACCT C CO 11 G I AGCATCCTCCACTCCTGGACTACCCCCTTGAAACCTT 

150 LNLTXtfEFC'LftVLFCHAGNtVARDDLMRELNN II 

7 3 1 CAGTGA C ! J 1 i I CATTGATGATAATACCCTCTCTGTCAATCTGC L 1 LL I . 1 LLL 1 AAAAAGTTGGAGCAGCACGCATTGCTAGCATTTATCCACACCAAC SO 
CTCACTGAAAAAGTAACTACTATTATGGGAGAGACAGTrACACCGAGCAAACGCA I . . * 1 CAACCTCCTCG 1 CCCT AACCATCCTAAATAGCTCTOCTT C 

18J SDFFIDDKTLSVh'VARLPKKLEEOGLVCrZETX 31 

801 AAACCAATAGCCTACCCATTGAACCATG ZTTGA7TGGAAACAA CTAGCCTA7CTCCGCTCCCCTA G 1 CU 1 „ » . ^ : 1 ATCTAT C ILL 1 1 1LI 1 1 G 90 

TTTCCTTATCCCATGCCTAACTTCCTACGAACTAAC C T T T w TTAAAAAAGATCGGATAGACGCGAGCGCATCAGCACAAAAATAGATAGACGAAAGAAAC 

216 XCXGYGLKHA* 22 

9 0 1 CCA 1 1 111IU1U 1 A U-... C M. . 1 ATTTGCCAGTCTAGGAATTTA L 1 IL ' -t CTA t., 1 1 » 1U. 1 L 1 «U1. » 1 mi AACCATCTTA l 111 1 CA 1000 
CGTAAAGAACAGAATGAGAAAGTCAAAAATAAACGC7CAGATCCTTAAATGAAG 



WO 99/33871 



6 / 30 



PCTAJS98/27918 



g«pl49J **9- 5 

(SEQ ID NO: 14) x TAAAOACACTGCAACQACCAACACCITCCOCA^^ 1 1 U 1 cattcactttttc* *»gc*accctagcaacccto ioo 

(SEQ ID NO! 15) A l 1 ICIC T G X LLI 1UHU«1 lllUiAJU^CGTAAAATCCATTCmCGAC^ 

(SEQ ID NO: 13) i kdtgt'twtpexlgkkacmatfvxdffiiqtlatl jj 

101 CTTCCSATT AinnUULi ACAAGG U.:il^C Cl C ICA lLIUU^ 200 
ttAAO CC TAAT AAAAAGTAGA TG TT tT G f^AVWWaWWn A<VAAjC CT TU^ r CCT AAATTTCCAC 

34 LP! I FHLOGVSPLIFGLLAVXGHTFFIFACFXGC «7 

201 CTAAQCCTGTCGCAACCA i*lU.lU* AGTCA l t HLGGA TTTGCG CHAIH C TCTAwvt *wl.^TTA*w* * * » w»ACT CTCATA iv.i i ^CCAG 100 

CATTCCGACAC CU I C ACCACCTCACTAAAAGCCTAAACCCWATACAACA C A fi A^ 

C» KAVATSACVIF6FAPJFCLYLAI XFFGLSYLGS 100 

301 TATOATTTCAC IT* I C I ACTGTCACAGCATCCA 1 C G C CCC 1 L» 1 1A J44 
AT ACT AAACTCACAGATCACAU 1 U 1 LU I AGCTACCGCOCACAAT 

101 M 1 fi L S S V T A S I A A V 11« 
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vtx tin. I'll , ,^*L»r^B.AXTTYTAATCJUL»J^A 100 

(SEQ ID NO: 17) i 



{SEQ ID NO: 18) -. slK ,,,ALSY>»Cl1»VLIIIirPILTGTYV 29 

(SEQ ID NO:16) 1 M * s 1 * L 



101 TCCCCCCTCTCTTCCXCCCXXC^ »° 
jUSOWXCACAGAACCTCGCTTGACTGATACCAAT^^ 



JO A1VLDKTDYCYFHSV 



DTlLSrrLPFATtCVrNY C3 



' - „ ' ^. n^Kfu .TfTTMLCJVCMr' '■ f ! rr*Tl,L!TL'l lIll'IArriUICCfcrCLLIlUIACGATTTrCXCC 300 



6) C L R 



XISMV |tD>»RltDLMRTrSSLPYl.CtACTILT 95 



, « , . > y< .m.f rr-rtTrrrrTL 1 i ' . 1 TACTOTAATCCAATCgTCAAAAACCrCTA LL i 10 1 IATCCCCATTCAACTCATTCCCCAGATTT 400 



9STAVYILAYPLFF 



TDHPIVRKVYLVMCIOLIAOIF "9 



401 TTTCAATCGAATGGCTCAATCAAGCTCTCGAAAATTACAL MILIUM T ACAAAACTCC ««0 
AAACTTACCTTACCCACTTACTTCCACACCTT7TAATC7CAAACACA i 4 >^ACC 

110 SIEWVMEALENYSFSFTKL 1«B 
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9*plSU "9- 7 

Tn wn . , n \ 1 CGTOX»TTTACCCTCATCCATTTCACGTATtn'^ 100 
x Ot-Wj IU NU. £U ) CCACCCTAAATGCCACTACCTAAACTCCXTXCATTACTXAAXATX L CI O V r GC AGCTCT lUlU.lU.lU.1 1 ACATACAAAACACTCCT CAACGATATGT 

(SEQ ID NO: 2i) 

101 CGGACTAOCCATCCACATTCAAAAAACTTTTAACCOCCACTCT CCCTATCCCAACCnrrATCTAgT GCCAAO CCCCATTC CCAA TCTACATGATATSACT 200 
CCCTCATCCCTACCTCTAA U1 ill 1 1 CAAAATTCCCCCTCACACCCATA LUU 1 1 CU ACATACATCACCCTT6CCCCTAACCCTTACATCTACTATACTCA 

[SEQ ID NO: 19 ) i KoiGKSFKGQSPYGitiYLVATPXGNLDDKT jo 

2 01 1 1 rCS I C CTATCCAGACCTTGAAAGAAGTCGACTGGAr IUC I G CTCAOGATACCCCCAATACAOllL 1 1 1 1 UL 1 LAACCATTTTCACATTTCCACCAACC 300 

JUUU^ACGATACQTCTCCAACTTTCTTCACCTCACCTAACCACCACTCCTATtlCCC^ 1LO 

J1FRAIOTLKEVDWIAAEDTRMTCLLLKHFDI STKQ C4 

3 01 ACATCACTTTTCATCACCACAATCCAAACCAAAAAA TT CCTGATTTCAT TGC T T T CTTGAAACCACCCCAAACTAT I GC I CACCT CTC TCATGCCGGTTT 400 

TCTAGTCAAAACTACTCCTGTTA IU 1 U LL W . U 1 AAGGACTAAACTAACCAAACAA L 1 1 ICUi LLU. 1 i 1 CATAACCAGTCCACACACTACCCCCAAA 

6S IsrBIHNAKCKZPDLlCrLK&COSIAOVSDACL 9? 

4 01 CCCTACCATTTCAGACCCTGGTCATCATTTAGTTJUUXJCAGCTAT^ S 0 0 

CCGATCCTAAACTCT0GGACCAC7ACTAAATCAATTCCCTCGATAA C * C ' s-* .LU 1 AACCTCAACACrCACAAGCTCCATGCACACCTCCTT AAAOA CP C 

99 PSISDPCHDLVKAAIEEEXAVVTVPCTSACISA 110 

S : I TTCATTCCCA U1U.1 1 1 ACTCCCACACCCACAT ATCTTTTACGCTTTTTTACCGAGAAAATCAGGTC^ 1 1111 11 GCTCTAAAAAAGATT SO 0 

AACTAACGGTCACCAAATCGCGGTGTCGGTGTA7AGAAAATGCCAAAAAATGGCTCTTTTAGTCCAG 1 IUILIIUjI 1 AAAAAACCGACA 11111 tH AA 

UlLIASCLAPOPH 1 FYGFLPRKSGOOKOFFGSKKDY 1(4 

6 01 ATCCTCAAACACAGA ! U . 1 1 ATGAATCACCTCATCSTGT AGCAGACACGTTGCAAAATATGTTAGAAGTCTACGGTGACCC C I LOC 1 l^l.l II CTCAG 700 
TAGGAC1 T IC T G TCTAAAAAATACTTAGTGGAGTAGCACATC G rCTCTCCAACCTTrrATACAATCT^ 

1SS PETQIFYESPHRVAD7LEHHLEVYGDRSVVLVR If? 

7 0 1 GSAATTGACCAAAATCTATGAAGAATACCAAAGAGCTACAA . . . L 1 w AATToCTGCAAAGCATCTCTGAAACGTCTCT CAAGCGTGAATGTCTTCTGATT • 0 0 
CCTTAA L lOG.il 1 AGATA C III! 1 ATGG7T7C7CCATGTTAAAGAC77AACGACL . 1 1 CU 1 AGAGACTTTGCAGAGAGTTCCCACTTACAGAAGACTAA 

19B ELTXIYCCYORGT-.SELLtSlSETSLKCCCLL! 210 

BC: GTTGAAGGTGCCAGCAAAGGTGTGGAGGAAAAGGATGAGCAAGA C; »U« >L. 1 AGAAATCCAACCCCG7ATCCAGCAAGGCA7GAAGAAAAATCAAGCTA 900 
CAACTTCCACGGT lC ! 1 1 CCACACCTC L "CTACTCCTTCTGAACAAGAATCTTTAGGTTCGGGCATAGGrCGI fCCCTA t « 1L ACTTCGAT 

231V EGAS KCVEEKCEEDLFI.EICARIQQGHKKNOA: 2(4 

90 : TTAAGCAAATAGCTAAGATTTACCAGTGCAATAAGAGTCAACTCTACCwrCCSTACCACGACTGGGAAGAA 1000 
AATT ^ . . 1 ATCCATTCTAAATGGTCACCT7ATTCTCACT7GAGATCCCACGCATGG7GCTCACC X 1 1 CI 1 11 ICt I ATTTCCCTCTGTCCTACATTATT 

2(S KEIAItIYO**HKSCLYAAYHDWEEKO* 290 
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gvplSlt 



ng. • (Sheet 1 of 2) 



( Cf n in NO: 23 ) 1 A m-IHUL.1 1 AAAAAAAGCTGCCAA I UL ' Il.IT AAGTCCAACTrATTGCTCTCTACCAT ATAAATCTA u».i.i ACATA t, * ti i * AAACGTTCTAOGAC 

(SEQ ID NO: 24) 



101 TTAATTTtUJULCCTTTXCcfTCTCCTAT^ 

AATTAAACTTTGCAAATCGAAG»CCATATTATCTAW 



(SEQ ID NO: 22 ) 1 



MOXKYIK I SQDLGVTLKQXOT 



300 ■ 
21 



201 CTTCTJUWHTTGACAGCTGAAC^ 500 
aU^TTOULACTGTCGA l l IlCCCG Cl CA TAAg 

22 VL5LTAEGAT I pFIARYRKDMTGSLDEVAI It A X 1 55 

301 TTCATTTt^TAAAACTCTGACAAATCTCAATO^ 400 
AACTAAACCTATTTTCAGACTGTTTACAGTTACTGGC^^ 

56 DLD itSLTHLMDRICEAVLAICIOEOaKLTKELEEA 88 



401 TATCTTACTTCCCCAAAAATTACCAWOrrTCAACAACTCTAT^ 

ATACAATCAACOC lt I 1 1 1 AATCCTCTGCAACTTCTTGAGATAGAAGGAATA 1 llU 1 . 1 CCCAGCATU* I I LLU A 1 I AACGCCCACTTCCACCTCAC 

,9 I LVAEKLADVEELYLPY KEKRRTKAT X A R E A G L 



121 



5 0 1 1.IUIU. CCT ll 1 i . GA 1 1 1 1 C CAGAATATACTTGACTT ACACAAAGAACCT CAAAA CTTCCTCf CTCAACCATTTCCCACTCGCAA ^ C 0 0 

AAAGGAGAACGAGCAAACTAAAACCTCTTATATCAACTGAATL 1 L > . » L . 1 CGAi * w * CAAGCAGACAi. uvu AAACCCTCAllv, 1 1 LCi I wJAACT 

122 FPLARLILQHIVDLEKEAEKFVCECFATGKEAL? 155 



6 0 1 CaXTTGCAGTTCXTATTTTC^CCAACCm^ 

CCCCACCTCAACTATAAAACCACCTTCCCAATACCrrTCTACACTCGAACC 

lS6 cxvDILVEALStOVTLRSMTYOEVLRHSRLTSO 



700 



701 ACCCAACCATCyUU^CrrCATCAAAACaiC^ 

TCCCTTCCTACTTTCACAACTA H 1 llw ' m CCAJUUmCTCTAAATAATACTAAAAACTCTCTCTCAACCTTCATACOl t CCUATACCATCCAACCCACAC 

18» fcKOESLDEKOVrOItYOFSETVGTHOCYRTLAL 



soo 

221 



80 1 AATCSTG<XWAGAAAC»TGGTGTCTTCAACATCGCT 

ttagcacccctctttgaaccacagaacttxtacccaaaacttctaccctccctcccataac 



222 NRGEKiCVLR ICFEHATDR 



AFFATRFKVKNAY 



900 
255 



?31 ATATTGATGAAGTTCTrCAGCAATCCGTTAAGAAAAAGGTC 1 ' OCC 7 C CTATTGAGCCTCST ATTCGCACACAATTAACTGACAAAGCTXSAAGAOOGy C 1000 
TXTAACTACTTCAA CAACTCCTTAGCCAATTCTTTTTCCACAACGCACCATAACTCCCAGCATAACC L'T U T L 1 1 AATTGACTCTTTCGAL I ILi LtC 1 CG 

2S* :devvoosvkkkvlpa:errirtelteeaeeoa 2BI 

1 3 : 1 TATCCAA L 'TT I 1 1 ' C T G ACAATCTGCCCAAT L T Ctri CT 1 GC1 rCCTCCACTGAAACGCCGCGTGUritl IGOATTTCA CCCAC CCTTTCCT ACACCTCCC 1100 
AT JLGCTTCJLkAAAAC ACTCTTAGACC CCTTACAGGAGAACCAAa^GGTGACTTTCCCC CU CACCAAGAACC7AAACTGCCTCCGAAAGCATCTCCACGG 

389 :otFSCWLRWLLLVAPLKGRVVLGFOPAFRTOA 321 

: : : : aagttacctctcctg^txscaacaggaaaaatgctgacaactc^ i 2 o o 

TTCAATCCACAGCACCTA LU U U 1 Ll 1 1 1 i I ACCACTGTTGACTCCAATAAATAGCACAATTTCGTCCTAGTCGACCACTTTAGi. .uw uwuiC 

i::r. uavvdatckmlttoviypvkpasaroxeeakko >S5 



12:; ATTTAGCXCATTTAAT7GC7CAA7ACSGTGTACACATTATTCCCATTt»AAA 1 1 1 U r ACC CCAAG TTCT CAA 1 J 0 0 

TAAATCGTCTAAATTAACCAGrrATGCCACATCTCTAATAACCCTAACCrrTACC^ 

)S4 LASLIGCYGVElIAlGKCTASRESEAFVAEVLJt >B8 
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1301 ACA Hi www TttAACTCAC LlAlLu ATCCTTAATCAAA LlUWLL 1400 
TCT AAAOCGfcCTTCACTO^TACAATJU^JUlTTACTTTC^CCA O CAA fih CErtATAACAm* 1 LUC 1 lUAACCAGCA^i ww .CAAAOCTCTGAACTGCCAA 

119 DPPEVSYVIVKESGASVYSASILAROErPDLTV 431 

1401 QAAAAACCCTCTCCCATTTCTATOC LLLVj 1 LL H IG CAAGAT L L I U 1 CCCC AATTCCT CAAAA TCtSATCwTAACTCAA I fCC I G I COLILA ATACCAAC 1300 

«22CK«SAXSIARaLO0PLAlLVKIDPRSICVC0YOH 455 

1S01 ACGATCTOlCTOlCAACAAA CT ATCTtSACAClXTCGA L » 1 1 L 1 1 U IwC ATACTCTCCTT AACCAAU l I CAATCTC^TACAGCTACCCCACCTcf 1400 

TGCTACACTCA U1H 111! I LA TAGACTCTCAGACCTGAAA CAACArtCTATCTCACCA A 1 1 LA* 1 1 CA A C CACACTTACACTTAT<i>t CuATCGGGTCSACA 

45« DVS0KKLSESLDFVVOTVVHOVCVMVMTASPAL 4t» 

1601 TCTTTC*CAOTACCIta»AwTCAACAAAACTATCT 1 '00 
AGAAACTCTCCATCGACCTCAL1 1 L> 1 1 1 1 UA TACAe^CTTTTATAACACTTTATUUL l UL , I LLT 1 LI ILL U U 1ACTCAACTCCCCCCCTTTAU1 ILI.l 

469 lshvacl»ktiseh:vky*eikokits»aoikk S2X 

1701 Ol ILLICU T LI G CGASCCAACCCrrrrSAeCACCCTC L I LL . » 1 LL 1 1 LU 1 ATwwtrr GAAA CTA CCAA TATCCTTCATAAT ACACGA CTTCACCCACAC 1799 
CAAGGACCAGACCL 1 LUL 1 1 LLIy>CJUUkCTCCTCC^CGACC*-^ACGAACCATACCGACTTTCATCCTTATACCXACTATTATCTCC7 CAACTOOOTCTC 

SJJVPRLCAKArEOAACrLRIPESSNXLDMTCVHPE 554 
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(SEQ ID NO: 26) j taCTOCCGCAAOG O U 1 L J, i J U.ll i I n I I U AATCTGAA i^ 1 L 1 1 llll U UUU aTWTt^GTTAAGATTTTCACACCA loo 

(SEQ ID NO: 27) xtcj uiuxui i cccmu k mu i tcgcacmc^ in* i cccTarrAcccc 

(SEQ ID NO: 25 )l TGARVSYPVlHVJCVrtRIICEVKirRAlWlAXIR )3 

101 AGOTCTGATCSAACCATOGTtgCACATATTgTAAT^ 1U I till 1 1 1 UAAL U 1 1 11 LUAU C A^CC^CTAXCX CTTTCCXCXCCCXCTCCTJUrTA 300 
TCCACACTAC L 1 1 U# 1 ACCACCGTCTATAACATTATTTACCACAAGCttAAACTTGCAAAAGCA C C I CT&CCCGATTCTCAAACCrgTGCCTCACCATCAT 

J4RSORTMVADIVIHOVPrr*rRCOCLTVSTPTCST «7 

201 CTCCCTATAACAACTCTCrrOC CU*iUClCt : i X A CACCCTACCATTCAACCTTTCCAATTAAOCXSACATIttCCACCCTTAATAA 1 Ll» 1 1> X L 1 ATOQAAC 300 
GACCCAT ATTtrTTCAGJkSAA CCCCCACSACAAAATCTCOSATGgT AACTTCCAAA 1 1 CCCI CT AACGGTOCCAATT ATTAGCACAGAT AGCTTG 

68 AYNKSLGGAVL8PTIEALQLTEXASLNMRVYRT 100 

3 0 1 ATTCCC L ILll LIA TTA I I O T G CCTAACAAGGA T AAGATTCAACTTATTCCAACAAGAAACGATTATCATACTA I L I IU» 1 1 U ACAATACCCTTTATTCT 400 
T AACC CC A C AAC C TAAT AACACGCA 1 1L1 1L L 1 ATTCTAACTTGAATAA IA* U 1 : 1 L . . 1 G CTAATAGTATSATAAAQCCAACTGTTATCCCAAATAAOA 

101 LGSSIIVPKKDICIE LXFTRNDYHTISVDNSVYS UJ 

4 0 1 TTCCCTAATATTGACCCTATTCACTATCAAXTCCACCATCATAAGATTCACT TTGTCCCGACTCCTAGCCATACCACT T I C'l tSCAACCCTt; I T AAGCATC 50 0 
AAGCCATTATAACTCCCATAACTCATAGTTTAGCTCCTAGTATTCTAAGTGA^ 

1J4FRNIERIEY0XDHHKIHFVATPSHTSFWNRVKDA 167 

501 CCTTTATCGGTCAGCTCGATCAATGAGCT"rTGAATTTATCGC^ 57 B 

GGAAATAGCCACTCCACCTACTTACTCCAAACrTAAAT AGCGTCTA L 1 1U1 ACAGTTCCAATTCTGGAAAAA 1 1 1 U 1 

1CI F I C E V D E • 1?S 
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(SEQ ID NO: 29) 1 CCCTCTAAAA<aUUUXTACTTO«aCTCATACATGG 1 1 I^ T LL: 1 l ATrCGCAgACAl U ,! lCIC C^ l l^ CAATATATACCTCCT 100 

(SEQ ID NO* 30) CCCACJ U U 1H 1 1 l^7^ACCrCTC*CTATCTACCCTTCAT^TA^^ 1 1 ATATATGCACCA 

(SEQ ID NO: 28)» n v v c « 0 y r p a 10 

101 CCACACAA U*UA>li ACCA l I U* 1 CL 1 1 I 1 ILA ACAAYAGACA 1 1 ASACCAGJ U 1U.1 1 1 1 ATTTTGCTCAAOAT COIU IL I I ACAAGAATTTG 200 
C U 1 1 I I 1 1 LLLLLA ATCCTAACCA G GAAfiA LiCt » ill 1 ATCTCT AACCACAA It ICC T CT AACCAAAAT AAAACCACTTCT ACCACACAA I U U L 1 A AAAC 

UPHKCVTICPSPRIElALRPDWrYFCODCVLOCrv 44 

201 TTCCCAACCaAOTTTTACAAGCAAAAACTCCTACCAATAC ^ 300 
AA CPCT TC C TTCAAAATCTT CC nTTT C ACGAr UL I IATG U1 r G TT lG IAGTALlX'Vl XC IT AT ACT ATCGCTTCCTCTCTTTGCTCAGATAATAAAACT 

45 CKOVLEAKTATHTHTCKHGItYOSOAEIlRVYYrt 71 

301 AGATCAGCGTACTTATCATACTTT AAAAACTGG7TCGATTTATGAAGAG 400 
TCTAGTCGCATCAATAGTATGAAATTTTTGACCaACCTAAATACTTCT 

78 DQHSYHTLKTCWIYECCYWYTLOICOCCrOSRIN 110 

401 AGATTGACGGTTGCACAGCTAGCA LU 1 U* I I I GCTTAAGGATTACLL It'll ACGTATGATCAAGAGAAGCT AAAAG CAGCTCCATGGTACTATCTACATC 500 
TCTAACTGCCAACCTCTC^TCGTGCACCAACCCAATTCCTAATGCCAGA^^ 

111RITVCELARCWVKDYPLTYDEEKI.KAAPWYYLDP 144 

501 CAGCAACTCCCTGCaUUUiCCTTGCGAACAAATGCTACTA^ 600 
GTCGTTCACCGA LU, 1 1 1 Ib CAA LUL. 1 L 1 I i ACCATCATCCACCCAACTACTCCT^CATACCATTCACCCACCATACTTCf ACCAAATTGAACCATCAT 

145 ATGMOMLGHKWYYLRSSGAKVTGWYODGLTHYY 177 

601 CCTAAATGCAGGTAATGGAGACATGAAGACAGvj . 1 GG 7 T C CAAGTCAA7GCTAACTGGTACTATGCCTATGATTCA U0IGC 1 1' I AGCTGTTAATACCACA 700 
CGATTTACCTCCArTACCTCTCTACTTCTCTCCAACCAAGCTTCACTTACCATTGACC^ 

178 LMAGNGOMRTCWFOVHCMWYYAYDSGAtAVMTT 210 

73: CTAGGTGGTTACTACTTAAACTATAATGCTCAATCCCTTAAGTAATGAAGCCTAATTGTAAAC^ 800 
CATCCACCAATGATGAArrTGA7ATTACCAC7TACCCAA7TCA— ACTTCCCATTAACATTrGACACTACCTATCAATTCAAAC>TATTATCC>CCrATT 

21 1 VCGYYLNYKGEWVK • 225 
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,.pis«i " 

(52 SSI 5) » ■ . , i ... . a . « - • r . r . . x , i . - . . - r . . , r . . » 

33 x £ E Y U . X X . E H » t S D E A > * O « T « I « » » F f « « I T » « 

« D L .. e t s v t l a » l . x x e r s . s e l x x » d t : r v o r „ 



l8 , s x c o v , h r a r t . : * t » * t l t b t e e e v o h » t x t t i« 

>„ 0 » » I » 0 r C T G » » E A L V V M L 0 S X X Y H t I X « » I K » » 1" 

lt , C T r L « T r S D > t L A V A P X , S P * X S I X E t E X T A 0 ■ 1»» 

J00 : A E s r » T D o r o r 0 ! « V K S A I F » H t r E S H E L S » E »1 

; , . M ,„ w ...,.i... P1( — i^TCACCXACTCACACXACCCCTXCCACAACCTUl t CAATTTC ATCAXA 800 

t i A » D L F D K K L T A S l S r : D 0 V » E A V P E P V 0 F D E I »* 

„.,--l»--riiirjuul AuuuiccAXJUOlCTrrirTTATCAAATtKAATTCACrTeyiTCOTTCCCAATAA » 00 

' = LTgl^gg^II^^AAA ^S^ S^^TACTTTACrrTAACT 

„, : * s x o t x « r I H o x t s t s h c . r t : v p h h v y g d a e »» 

ssss^ 1000 

,Ct 5 V £ F : O H E K C T Y S I L I K » I E D 1 O S K • »* 
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(SEQ ID NO: 34) » ■ * , r r * . r , v c v t l l v t v „ 

... . ~- , . ' .... r - ■ - riJiTaarTCCa^TTJiTT^tXrTT^^ * * * * * rr^ a AAfiBTTecTAXTAcecer^TT CATATTCCCT 200 

20TLSTVTVVHOQSVAIIB1FCKY0KVAHSCXRIBL 51 

^^.^.m^reiTTTll. I iu_UL LlUll C CAAACTGATATT U I UCp i 1CA GACTAA GACCAACGACAA 1U1U1 lCUi 1 AT 100 

54 P F C I D S I A A » l 0 L » t L 0 8 D I V V X T K T It D H V F V H 8« 

im r^TeiATCTAGCGACTeACTACarm 400 

87 HMVATOrUVWEQSVTDAYYKLIRPtSOIKSYIE lit 

*m ■ i ■ it- > > > > it i. x rr^TTttfiATglATTCTTTGAG AAAA A >f»ATCACA 1 1 ULLl 1 1 U AGgTTCAACACCAAGTAGCAGAA GAAA 5O0 

laODALHSSVPICLTLDELFCRKDEIALEVOHOVAECH 151 

t _, ™rrAf^A™crACATTAT«rrGAAJU^CCTTt»TTACCAAOT * 00 

1S4 TTYCYXIVKTLITKVEPDAEVK0SMNEIWAAOR 1«« 

CO! TAACCCTCTCCCACCACAACAATTWtt^^ 700 
ATTCGCCCAC U.ia.lbl 1 CTTAACCCCCTTCCACTCTTCTAATTTTAACACTGACCTCCACTTCCCCTTCCTL 1 1 1L1GOCOGAAGTACCACACCCC 

101 KdVAAOELAEAOXIKIVTAAEAEAEKDRLHCVC 21» 

7 01 ATTGCCCAACAACCTAAGCCGATTCT^ 800 
TAACO U* UU1 I G CATTCCCCTAACACCT ACCTAACCOTCTCACAT ACTCCC7TCAC7TCCrTCCCTTACAACCCTAc ^twii^iw^ AGTACAGAT 

22CIAOORXA;VOCLAtS:TEtKEAIIVC«TEEOIMSI 253 

ftc . T ^ c -~ CXC CAACCACTA ; TTCCATAC!r^AATACCrrTCCrTCT 900 
25i iLT MOYLDTL«TFASKCHOTirLPHTPNCVDD: 28* 

. CCCTACACAAA 111 lw»i CAGCCCTTCCCGCTXAGAAGAAATAATAGACTAATACrrrTCCAAAAT 1L01L.1 1 UCCGTATA 100 0 

3I1VT0XL5ALRAEKK- 300 
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• . ' nuuiiLlllH CAAATTCCTAAAAAAjm^ACAATAHAOGAAACC^ 100 

,„ n Tn Nn . -»Q i CCTTGATATGGTGGATAAAATACGGTrrrNATT^^ 

(SEQ ID NO: 39) 



(SEQ ID NO: 37) t t«ttori«««-*» 

- ... I, ii i » TATA^ ATCACTTTGATTTTTACAGGAGACAWAAAACT ATTCTT J00 

„ , t , s . r , p r r t r v v v , c . r « « S ^ x , t = o « k S ! t » 

• 1— ^. Tnr ^^r^^ 400 

„ «, K * C « H > H L t l r . s t • t v , . , t * o . « H a L V X S V o 

• . wwrAAAT* 1 ' ■ ! ! 1 C& ATTGATTTTGCA U 1ILUIL1 10111 O CTACTCTCTT 500 

90 MFLFTtFrLHYOSILSHKFFlLi 

— > .-^rr^cJUiATTTAACTATC C 1 . 1 . - W i CA CCaUkTATCCACCTCTCCCATCACAACCOGCCA «00 

l31 S A A F A S U E H F C : V K X F H , A F t S F K H 0 V W H 0 « , . »5 

I -rr- .-rTlTCA * .'TrT rTr ^ ir " rr - trrlti:TTr - U1 IU.11CA 100 

. . ^ r r I M I A F Y L F T T T K L N W L K 1«» 

154EVTFFHFWYYGI : C C F C I H I * ^ * 

• rnJUirTTTACTCAAAArCGAACTCCCTTTCCTCC^ 100 

1SC ^ , c v i a g f v k t r 0 l n f t o » > r * f p a : , a c a i x y 

■ i CCCGATTGGTTTCACTTTCCTCTTTTCTACTCATTTCGCACTTCCA 900 

„, L r T T , . h « k * r - l s . o v r * : = l s r l r s s o l = v p », 
:„ « c t l o s s - t t . : s . - » * o « a l r , o h r r - o t o p l t «. 

„c Y „ H S . P . . « X P , H E H X H S * > ° * t L S „ C , V C T , 

m .. • V L 5 S » » P V » , H * 0 H S 0 C S = * « P > I «= ■- » I * ' L J " 

„ 4 r v v x v h s : r c l x u r w s o s o f : r t u v h c s i p t » t. >■• 
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9*p232 '*9- 14 




1 0 1 AAA OOl IGIG GCTCCACAAGCTACATCTOCTACTAACTACCGTCACACACT^^ 1 1 1 lATCGTCVrTTTCATATOCCACAA 200 

TTTCCAACACCGACfiTGTTCCATCTACACCATCATTCATGCCACT^^ 



201 ACAGTrGAATTOCCAAAA C AAAATCCA LX* i UU » 1 1G GAACCAACTCAGGCA IL1UL 1 1 1 1 Ui» Hl» ATTGOGATL 1 ICGCClllAATOGA l IL, 1LU1 ACAA 100 
TGTCAACTTAA UU. 1 i 1 iUl 1 1 1 AGGTCCAGCAAA ll I 1 li ACTCCCTACACGAAAACCACTAACCCTAGAACCCGCACTTAGCTAACAAGCATCTT 



301 CACArrCACTCtrrrrCTCCACTCGACCCCTTTCAACCCCCAATTTCAC^^ 400 
GTCTAAGTCAGCAAACAGGTCACCTCCCGAAACTTCGCCGTrA^ 



(SEQ ID NO: 40) i 



4 0 1 TCAATGTAAAAGAAAATACAGAA LI 1U* : 1 I t CCACAACTTCCACACCC7ACTCTCACTCCTCATCCACACACTC<riTCCCTCTCTCTCATTCCACTTA7 500 
ACTTACA I i.UiUUH.ILl ILAACAAAAACCTCTTCAACCTCTCCGATCACA^ 

2 WVKENTELVFREVAEASLSAHRESGSVSVIAVI ]4 

501 CAAGTATGTAGATGTACCGACAGCGGAAGC .. : . . > wLO CTAGGTGTTCATCATATCCGTCAAAATCCTCTAGATAA U 11111 O GAAAAATATGAACCT (00 
CTTCATACATCTACATCGCTCTCCCCTTCGGAACGAAGCCGATC^ 

35 KYVDVPTAEALLPLCVHHICEMRVDKFLEKYEA «7 

60 1 TTAAAACATCGACATCTCACTTCCCATTTCATTCCTACCTTCCAAAGACGTAA 700 
AATTTTC7ACCTC7ACACTGAACCGTAAACTAACSATGGAA LU. i . \L . S CATTCCACTTTCTACAGT AAGTTATCCAACTAATAAAGCTACGT AACCTCA 

*6lkdhdvtwhl:ctlori»kvkdv IQYVDYFHALDS 101 

7 C 1 CAGTAAACCTACCAGGGGAAATTCAAAAAAC AAGTCACCCAGTCATCAACTCTTTCCTT 800 

GTCATTTCGATCGTCCCrTTTAAG » . 1 CACTGCCTCACTAGTTCACAAAGCAAGTTCATTTATAAAGA * . . „ 1 I L 1 1 1 CCTTTGTGCCAAAAAG 

ic: vklace:okrsobv:kcfi.cvn:skeeskhgfs U4 

8C 1 CAGAGAGGAACTGCTGGAAATCTTGCCAGAGTTA3CCAGACTAGATAAGAT7CAATATCTTGGTTTAATGACGATGGCALL • i i 1 GAGCCT AGCAGTGAC >00 
CTCT— CrrrCACCACCTTTAGAACGCT— =AATCGCTCTGATrrATTCTAACTTATACAACCAAATTACTCCTACCCTGCAAAACT 

;is reelle:lpelarldk:eyvglmtmapfeasse i«' 

9 C 1 CAGTTGAAACACATTTTCAAGCCGCCCCAAGATTTACAAACACAAATTCAAGA J99 
GTCAAC7TTrTCTAAAACT7CCCCCGCGrrrrAAA7STTTCTCrT7AAC7TCT ^ . I C I M AACGTTTATACCGAAATCICC I G 1 CACCCCCCGCAATC 

MB C *» K E : FKAAC = -0»E:CEItC : PNHPLEHTCCRY 200 
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(SEQ ID NO: 44) j ctactccouitccacttttagcagtaagt™ *oo 
(SEQ ID NO- 45) StScgctSotSaS 

(SEQ ID NO: 43) 1 T pfPi.tAvsttrTFMOPorLVLMOii.wcstviL 33 

34 LIAyl VVlCIPFST*MVRAXLFSVDDS*tDAASS CC 

2 0 1 ATGGGTCCTTCXCCTTTTrATACTATCATCAAGCrrrATCATTC 300 

67MCASPFYTHMKV I XPFILPVVl>£ -VI ALWFHSLLT 100 



301 CTCACTTCt^CTTATCTCTATTCCTTTAC»TCCCCTACCTCW 400 



ioi d r o 



LSVFLYHPLAOPLCITIRSAGDETATSMAQ 133 



401 ACmTCCTATTTtmATACAATT^ 500 
TCGA^CCATAAACAAATATGTTAACAAGACTACTAATAAAGACCTTGCCATAATATGAAl* 1 U 1 L« J 1 i L 1 USwtCCUCATTTCATTC* . . » ATT ACT ACT 

i3« alvfvtt:vlmi:sctvlyftorpcrkvrr* i*< 

501 CAGCCACTA UILl IGO l l I ATCAAAT ATTCAAATACTrTtTTCACCATTSTTTTATCACTACTCATTCCTACT «00 
CTCCCTGATCACAACCCAATACTTTATAACTTTATCAACACTCCTAACAAAATACTCATCACT 

601 CCACCCTGCA(XCATCCCAACTTA7A:rrATTSTrrCT^ 700 
CCTCCCACGTCCCTACCCTTCAATA7CAT ' " *--~* 



7 0 ' CrTAaL«UTTACCACCTCAA(rrrATATCACCTCTCGCrrrrTCTAGCCC~ • 0 0 
GGATGTGCTAATCCTCCAGTTCAATATAGTCCACACCGAAAAGATCCCCGACCT^ 

69; CACCACKCATTTCCCCTTCCCCACCAATTraTTACCTArrGCA^ * 00 
SOTCCCTAAACCCCAACCCCTCCTTAACCTAATCCATAACrr CATCCAAAAATACTCCCTCCACAAAATCATCCGTAAACACAAACCCCACACTATAC 



901 CATCrrCCAACCACTAAAAAAATATCTCCAAAATCCTTCTAAAATCArrCA^ 978 
CTACAACCTTCGTCA 1 . .' '. 7 V ATACACgTTTTACCAACATTTTACTAACTTAACATATATCATCAATTTAGCAAATC 
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(SEQ ID NO: 47) 2 cAAiciGTTccc G AACTrrTTACAjuacAT^^ ii atcatc 

(SEQ ID NO* 48) cnTACACAACCCCTTtyUUUU^TCTTTTCTXCAJ^ 

(SEQ ID NO: 46) i " M 



100 

a 



CTGTCCTAATCTCTTCTCAA LL 1 1 1 1 llU ^CCTCGACACCAA^TCCATGTCTCTgACAAATACCACAAA* A 1 ICCGCAATCTAH i 1 j CAAC 

j D R I RQELERCGAVVLPTETVYGLFSIIALDEKAVD }C 

201 ACCATCTTTACOUkCTCAAACCT JOO 
TCGTACAAA1 1A. 1 11.*'. I r I ^a^y^TrTr^iTTCCtrTCJUrrrAGAGTTAT 1 1 111 1ACTCOCTCC 

J7 HVYQLXRRPRDXALWLH I A S P E D X LHFSKNQPA <9 

1 0 1 TTATCTACAAAAA C: 1G TAGACA L L 1 1 1 1 1 O CCA Ui I C CCTI U ACCATTATTCTCGAACCCAATCACCGAO 1 I LLC 1 ATTGGGTAAATTCTCACCTTCCA 400 
AATACJtT L 1111 ju jutC\TCTCTCGAAAAAPgnt^ 

70 YLO KLVETFLPGPLTI I LEAHDR VPYWV NSDUA 102 

4 01 ACTATTGOATTTCGCATCCCCACTCAC^ i^X^Xl^^SSItISISST5SSS^ S °° 

TGATAACCTAAAGCCTACGGGTCAGTGGGATAGTGTCACCTAAATTAAGCTCTCTGTCCAGGCAA^ 

103TIGFRHPSHPITLDLIRETGPLIGPSAHISGQAS DC 

501 CTGCTCTAACCTTTCAACAAATTre^ 400 
CACCACATTGGAAACrrGTrTAAGACTTCCTAAAACTGGTTCT 

137 cVTrEOILKOrDOEVLCLEDDAFLTGODSTlVD 1C9 

60; rrTGTCTCGACACAAGGTGAAAATCTTACCrAAGCCGCAATTAAA(^CX 700 
AAACAGACL-l C TG TT CCACTTTTAGAATOG &i : I LCtiC& I T AA7TTCCT CTT CT ATAACAACCACCCAACCCTCTCT AAACAAAACTCCT CCGAACTTT AC 

170 LS GDICVXILPKAOUNEKIFLLGCORFLLRRLEH 302 



7 C ' CTAACACA7TTCCAAGAAACACATCTGAAACCGATATCTCACATCAACCAACACCC7TTC 

C ATTCTCTAAA I U - ILL I . 01 CTACACTTTCCCTATACACTGTAGTrGGTTCTCCGAAACCCAATATGAAAATCAGGTCTLL 1 1 1 ULUjATCCGTTCATC 



lOJ-ROLQETOVXA 



DIMQEALGYTFSPEETASOLA 



• 00 

2)6 



801 CTAGACTCT^CAGGATTCCCATCATTTCCTACrrCCCTATGA 900 
CATCTCACACACTCCTAA«OTACTAAACCATGAACCCA?ACTeC7ACCT 

217 RLSOOSHHFLLGYEOAAMHVLLGYVHAEVYESL 2«9 



ATTTAArATCTTAGCTTTAGCAGTTTCACCTCAACCGCAACGTCAAGCTATCGCT 1000 
TAAATTATACAATCCAAATCGTCAAACTGCACTTCCCGTTCCAGT^ 

J7C YSKAGFHI LALAVSPOAQGQG 1 GKSLLQGIEOE 303 



i 0 0 1 CCCAAAA G A I GT CC TTATGCGTTTATCCCrrTAAATTCTGCCAATCATCGTCTGGCTGCTCATC * > ^CTATACTTGTOAT AAAA 1 1 0 0 

CSGTTTTrTACACCAATACCCJUUTAGCCGAATTTAAG^ 

103 AKRCGYCFIRLMSANHRLGAHAFYEKVGYTCDKM DC 



;IC* TGCAGAAACGCTTTArrCCCATrTTTTACTrrCArrTTCTTATTCTA^ 1200 
A CG ICTrT G CCAAATAACCCTACAAAATCAAACTAAAAGAATAACATTTTAGTTTSA 

) J" CXRFIRIF* 145 
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(SEQ ID NO . 50 * ttctI^atcttttatxtttacattccttactctctttttacot 
(SEQ ID NO: 51) 

101 rrrTt^TTiTClTtlttXrrrkGCXXGTTTXTTGGGMTTTTTGCMJCTGCAAl lUUHiLU ll^GTAATCTAT AAAA TTCATT CAAGAAAA TTTAGTt^CTG 300 
GCACTAATAGTACCAtStCCTTCA^ CATTAGATATTTTAACTAAGTTCTTTTAAATCACTCAC 

2 0 1 rnx i i u ui C LLL lllll i JULACTGAGAACAAAT AATGACTATGTTrrTAGATACACCT TGGTGOCCATGGTATGG 3 0 0 

otaaacotSSaaaaS 

(SEQ ID NO: 49 } a HrLDTAKlXVKAGWGGDGHV 20 

i a • TTC LL l * ILtL r CG TGAAAAATAlCTC C CTAATGCAGGC CLl 1 UX GTGGTCATGGTCCTCGTCGAGGCAA 1 U I U. I L i 1 1 1 C* 1 AGACGAAGCACTACG 4 00 
2l ArRREK yvptlCCPWCGDGCRCGHVVrVVOECL» S3 

4 0 1 TACCTTGATGCA I 1 1 L LG CTACAATCGTCATTTCAAGGCTGATTCTGGTOAAAAAGGGATC i^i^i ^AGGACCTTAGA S 0 0 

ATGGAACTACCTAAAOGCCUTGTTAGCAGTAAAGTTCCCACrAAGACCACTTTrrCCCT 

S4 TL mDFRYNRHFKADSGEKGKTKCMKCRGAEDLR 16 

501 CTTCCACTACCACAAGGTACGACTCTTCCTGATGCCGACACTGGCAAGGTTTTAACAGATTTCAT^ 400 
WCCWTGCTCTTCCATCCTCACAAC«CTACGCCTCTCAC 

4 , VRVPOCTTVRDAETGItVLTOtlEMCOEfrVAHGC 120 

601 GTCGTGCTGGACGTGCAAATATTCGTTTCCCGACACCAAAAAATCCTGCACCGGAAATCTCTCA '00 
CAGCACCACCTGCACCTTTATAAGCAAAGOTCTCTGGTTTTTTAG^ 

l2 l RCCRGMIRFATPKNPAPEISEMGEPGOEREL0L IS) 

701 GCAACTAAAAATCTTGGCAGAI OICU j: 1 l ACTACGATTCCCATCTGTACOGAAGTCAACACTTTTAAGTGTTATTAC^ 100 
CCrTGATTrrTAGAACCCTCTACACCCAAATCATCCTAACCCT 

1S4 EL Ki LAD VGLVCrPSVCKST-LSVITSAKPRIG IBS 

801 CCCTACCACmACCACTATTCTACCAAArrrACCTATCCTTCCCACCCAATCAGCT 900 
CCCATCGTCAJUiTGCTGATAACATGCTTTAAATCCATACCAAGCl^^ 

m a y h r r • t : vpklcmvrtosgesfavadlpgli eca 220 

9 0 • CTAGTCAAGCTCrrCCTTTCCGAACTCAGrrCrrCCCTCACATCCACOT "00 
GATCAGTTCCACAACCAAACCCTTCAGTCAACCACCCAGTCTACCTCT 

2:; SCGVCLGTCFLRH 1 ERTRVILH I IDMSASEGRO 253 

100' TCCATATGACGATTACCTAGCTATCAAT AAAGAGCTGCAGTCTT ACAATCTTCG XI00 
ACGTATACT CCTAATCCATCCATACrr ATTT CTCGACCTCAGAATGTTAGAAGCGGAGTACCTCGCAGG TG t CTAATAACATTCATTATTCTACL I GT AC 

2i « pytOYtAlMKELtSYHtRtHERPCXIVTHKMDH 26S 

HO' r rTCAGAGTCAGGAAAATC^GAAGAATTTAAGAAAAAATTGCCTGAAAATrATGATGA^ 1 J 00 

* OCACTCTCAGTCCTTTTAGAACrrCTTAAATTCrrTTTTTAAC^ 

JS-PESQEKlEEfltlcrLAEWrDEFEELPAirPl SCLT J20 

; 2 - ; cCAAGCAAGGTCTGGCAACACTTTTACATGCTACACCTGAATTGTr AW 1 > 0 0 

GCTT^TTCCACACCCrTCTGAAJUkTCTACCATGTCCACrrTAACAATL 1 1 . T C 1 0 1 GCTCTTAAAAACCAGATCCTGCTCAGCCTATALL I ILUlll CA 

rOC-AT^LDATAELLOKTPCrLLYOESDMEEEV JS3 
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15 01 TTACTATCXIATTTCACGAAGAAGAAAAAGCCTTTCVAAAT^ I U I IUU 1 UAAAAA CTCAT GAAA CTCTTTAAT 1400 

AATCATACCTAAA LlU-i 111 1 LI 1 1 - 1 LA^CAAACTTTAATCACGACTACTCCTAOSCT^ 1 1 1 1 1 I ACT ACTTTCAGAAATTA 

154 YT0rO«II»ArEIS*0DOATWVLSCCK|.«ItLrH 3I« 

1401 ATCACOU Ll 1 1 U A TOG I C ATCAATCTCTCATCAAACTTTA 1441 
TACTOffTItSAAACTACCACTACrrACACACrACTTTCAAAT 

38? MTNfDftDCSVMKL 3»» 
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(SEQ ID NO: 53) i TCt^TCCCmAACAAAACAATTGAAAATCAACAAA^ u:i..MHHI ATX^TTATTAGAAATT.* M i fcAACAAACGAT ATTAT 100 
(SEQ ID NO" 54) ACCTACGSCAATTCTTTTGTTAACTTTTA l- 11 LI 1 1 1 1U CATTCTCTTCAAAGA.AAArAftA>TACTTAATAATCTTTAC 1U U ill . 1 IL1 ATAATA 

(SEQ ID NO: 52) 1 " 1 

101 GCCTGAA G AAACKGTACAACCAAAACCAATYCACCITGCTOAATATAAAn i 1 ^rc*fST?TS5i££ j ^ " ^Ti^^SS^^StSTS 200 
CCGA lUH 1 lliLA T H 1U,1 1 1 1 IA« 1 1 AACTCCAACCACrTXTATTTAAACCAAACCTACTCCTACATC TCO ^CACAATAC C 1 1* I LI 1 1 1 1LL1U AG 

J XEEIVEPKPIDLCCTKrcraDDVtPVLSTCKCL 14 

201 AAPEZAASgTCTTATTCCTGAATTATCTCCTCCTAACCCTCA^ 1 1 LH, 1 1 1 UAAOTCTTATCAAACCTT CAAAAAAA TOCCCA 300 

TTrCTc^CKAT^?r^rrTMT^r*r^*'^^ eg ^ 11111 1 acccct 

3SHKCV 1 tELSAAKGEPEWMLEFR LJCSYETPKKMPM SO 

301 TCC^fUCTTCtKWACCAGACTTgrCACAt^ 111 U U^CATCATCTACC 400 
ACCTTTCAACCLLT I CTGAACACTCTCTAACTGAAACTACTCAArTACATCATCO 1 1 i I lUlIAGAUUl 1 iUUiCUGCCAA G AACCXTACTACATCC 

£9 QTWGADLSEIDFDOL1YYQKPSDEPAHSWDDVP 101 

4 01 TCAAAAGATTAAAGAAACCTTTtlAACGTATCCGGATTCCACAACCTC^ CTTATTTACCACCOCCTTCTCCCCACTACGACT CAGAA O 1 U. 1 1 1 AC 500 
ACTXTTCTAATTTCTTTGCAAACTTGCATACCCCT 

10 2 EitlKETFEUXCXPEAERAYLACASAOYESEVVY 114 

501 CACAACATCAACCAACACTTCCAAAAATTAOTATTATCm «00 
CTO TT G TA LI iLLi iLlCA AC UI 1 1 1 I AATCCATAATACAAATCTCTATCTCTAACCCCTCAU 1 1 CL 1 lATUatiTLHAATAAAT T TCT T ATOAAACGC7 

llSHNHKEEFOKLGI IFTDTDSALKEYPDLFKQYFAX 1(8 

601 ACrrTGCTACreCCCACJU^TAACAAGTrGGCACCCCT 700 
TCAACCATGGCGCCTGTCTATTGTTCAACCGTCGCGAGTTCAGTOT 

169 LVP P7DHKLAALNSAVWSGGTF X YVPKGVJCVD I 201 

7 0 1 TCCACTTCAAACTTA I H C CC f ATCAATAACCAAAATATAGCTCACTTCGAACCTACCTTCATTATCGTTCATCAGG^ $00 
AGGTCAAGTTTGAATAAAGGCATAGTTA . .0^1 » 1 i ATATCCAGTCAACCTTGCAT^SGAACTAATAGCAACTACTCCCTCGTTCCCAGGTCATCCATCTT 

302 PLOTYrHIHKENtCOrCRTLlIVOECASVHYVE 214 

80 1 GCATGTACAGCACCAACATATTCAA^CAATAGCTTACACCCTCCCATTCTAGAAA 1 1 1 UGL* i I OGACGCAGCTTATATGCCTTATACAACTATC CAAA 900 
CCTACATGTCCTGGTTSTATAA C 7 T C 37 T A T CG AATCTGCC A CCCT AA CAT CTTT AAAAA GGAAA CCTC CCT CGAAT AT ACCCAAT ATGTTGAT AGGTTT 

33$ CC7AP7YSSWSLHAAIVEI FALDCAYHPYTTIQN 3" 

90 : ACTGCTCTCATAACGTCrrATAACrrGCTAACAAAGCGTGCTAAG^ 1000 
TCACCACACTATTCOU^TATTCAACaiTTGTTTCGCACCAT^ 

269 WSDNVYHLVTKHAKAOROATVEWIDGMLGAKTT 301 

1001 TATGAAATATCCATCTCTtTACCtTGATXSCAC^ 1 1 0 0 

JCI KK1TPSVYLDCEGAP.CTHLSIAFAWAC0HQDTGA 3J« 

;i5i AAGATCATTCACAATCCTCCACATACCAGCTWTCTATTCTCTCTAAATCCATCCCT 1200 
7TrTAC7AACTCrrTACCAGGTCTATCCTCCACCAGATAACACACArrTA 

3)5kk:hhaphtsss:vsks:akgggkvdyicovtfk i« 



AGAAGAACTCT AAGAAATl i L 1 . 1 CCCACATTCAATGTCATACCATTATCATGCATGA LL J . : 
T X .'T C T TGAGATTrrTTAGACAAAGGGTGTAACTTACACTATGCTAATAGTACyTACTGGAAA 
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AOCTCaAATTTATCACCAACTATCCTATCTTAAA^ 100 
TCCACCTTAAATACT H. 1 1 LA TAG6ATACAA U . L > . I- . U LA C* MTAGATTCACKJUlTATTACrTCA Al 1 1 1U A L1 1 «L» t ' -Ul II AAATTACAAT 

ACITIOVSTLKECHSVTLTtTHKVOTETATLIL » 

1 0 1 CCACCT A II G I GOUI ATAc ilAlllLLnUI A UL^^ 200 
CCTCGATAACAC C CI XAIUJ ITCAACGAACAA T GACAAAA T AACACACT^^ CI ATAGAACTAA 1 1 1U. 1 I AAA 

34CAtVCSA8SLLLrTSVMLLTrt0ritRDXLtKlt IS 41 

3 0 1 CA Uil 1 iA CCA l I 1 U lU UACACATCCTCACTATATCCTTACTCAATrroCCA Ul 1 I 1U1 A 1 1 lUllU CTAST ll^l 1 1 A TTTT AACCAGTCGACACTT 100 

CTCCAAATQCT AAAAAA C 1 1 111 Ul ACGAgrCATATACCAATCACTTAAAOC^ 

68 CLRPrSTHAOYMVS07A«rvrGASLrXl.SSRSL 100 

J 01 CGTGA 1 1 U*L 1 1 t>CTCAL 1 j 1 A TT A O lK.il I CT ACCT AGTGCA U 1 1 U U A LUC 1 1 1 ALt-U I CA AGCOC A BAAA SAAT l 1 LI I U 1 1 1 1 1 ATCACAATTATC 400 
CCACTAACCGAACXIACTGAAATAATCACAAAGATCCATCACCTCAAAA C TCOCAAATtM 1 L 1 1 1L1 1 ACACCACAAACATA C lb 1 1 AATAC 

101 VXCULTLLVFLASAVLTLYSQAQKESRVSMTIH 131 

4 01 AAAGGAAAATAGGATGATTGAACTAAAGAATATATCTAAAAAATTTGG^ 4 B 1 

1 1 lllli 1 i ATCCTACTAACTTCA 1 11 (.1 1 ATATAGA 1 11.. . AAA CCJ f CCCCACTCCATAAAACTCTATGCTTACAAA7 



q«pl343 

(SEQ ID NO: 56) i 
(SEQ ID NO: 57) 
(SEQ ID NO: 55) 1 



is* it c k • in 
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(SEQ id ko:>59) i n™TST^^;iiiniT^^^ 100 

(SEQ ID NO: 60) 
(SEQ ID NO: 58) 



TTTTATCTACTACACTATATTTA 1 1 ULU L 1 I I ^CA ATATTCAATraTO^AAreTA^*^* »^ t w. *«- . * * ' ZZ 
, ^ N AAAATAGATCATCTCATATAAATAACGCCACAGOGCTTATAA<nT^ 

(SEQ ID NO: 60) 

A H T T C 4 



1 0 1 tftriT> i i i i i t i EA C1TATATA I 1 l.i l LI 1 1 1 i 1 1 ATTTCATCAATAACTATTTT AATAGCTTCTSACTCTCCCA 1 1 CG I C 1 GAAA TCAATTAAG 200 

5 VYCFPFTYlt,FFFYLMW»YPH»I.ECRI«t.KSIK J7 

aoi eACTTTACCACTTTTA U 1 1 I LA AATTACCACCTCTTAGTACCKXX^TTTOGACKIC^ * * * V ^ w « **ATTCCATTTACTAAT<*o i i 300 

J8HFTSFSFKLAALSTCIWTATLFLLIFLIAFSWCF 7! 

3 0 1 TTACCTTCT L: I lUJ iCATAAAK^CCTTCA l U 11 1 ^*C*^*^TTTX ^^^A^^^ T 1 ^^?^^ 1 ^ ^ ^ ^_r^_m' 2 ^"^^^^^ m. .a. .a, * ° ° 
AAraAAGMM^CTTT* M l T T r r^r^iAA^TTrTCTTAAAATACCATATTWAA LUl 1 1U1 1 ACGATCAAACAAATATCCTAAAAAAAACA C 

72 SFSLEIKEVDFLIIEFYGXSIAIIHASFFICFFFS 104 

40! TTATATACCATACTA 1 . M 1 1 A TCCTTACTTACTATTACCA UI 1 1 1 1 L U U, 1 1 * ^^^^SSiS ISSIiSillSISIIiSIirilli S °° 
AATATATCCTATGAT A AACAAAAATACCAATCAATt^TAATCtrrCAAAAACAACCAAATTTTTTA 

10 5 YIAYYFFUSLLTISSFSWFKKSWIlSLVFLFTFL 1J7 

SOI TTTCTAGAATTCTTATTCTIWATTTATCACnrTW 600 
AAACATCTTACCAATAAGACCTAAATACTCAACCTOTAC 

nSFVESLFWlYOtDK GIICLLPIFOTMVHSHPYALI 171 

60 1 TTTATTGGCTTACATTACTATCTATCATAATTCCATTGACT ">0 
AAATAACCGAATCTAATCATACATACTATTAAGCTAACTCACATAAAAGACAAGTATCTTTCACCTCCTCT 1 1 1CAATTC 

172 YWLTLLSIIIPLTVFSVKRHHP-«V» 19C 
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(SEQ ID HO: 62) I AOOGAACAAaAAJU^TTTCA Gol 1 1 ILblU tTATAgtTAGAAGTCTCTATATAAGOAO OT AAATXfrT^ 100 
(SEQ ID* NO* 63) T LLLUU1 111! 1 I AAACTCCAAAA(^XCTATATTATCTTC*CAC*TATfcTTCCTCCATTT>CTACCTCAATCACCTACCrrJW Uj I AAAATACG 

(SEQ ID NO: 61) 1 »«LVHoisT»rion 

101 AATCAAAAAACrrrAAAACAAA C AAAATTA LLUiULUl 1 1 1 ACU1CT C CATTATCCCTTCATACtlATTC CACCTCACATCTTCACTCCKACTATCCTAGA 300 
TTAC1 11 Hi CAAA 1 U lUl J 1 U 1 11 1 AATCCCACCCIUUUlTOCCCA^CTAATACCCAArTATCCTAACCTCCAOTCTAC^ 

14 SXXPKTNKITVEPTAP LSLDTIAGHMLSASMLC 44 

101 GACTCCTAATCAGATGTACCCCACTTCTCAAGATTTGAGCAaACA C I riArCLA CTCTATACGCTACAGATATGT CAAC CAA l 101 111 AfUACAGGOCAA 300 
CTGACGATTACTCTACATGGGCTGAAjCAGTTCTAAACTLC ? C I GTGAACCCCTCAGATATCCCATCTCTATACA U 1 1 U. 11 AACAAAi- 1LHL1 LUJU 1 1 

4? TANQMYPTSOOLKrtKLASLYGTOMSTirCPtRQQ 79 

301 AGCCACATTATACAATTGACATTTACCTA j U 1 1 111 U ATOACTTTrrAACTAG CAAAAA CCTCCTAACCTCTCACA 400 
T C GG TGTAATATCTTAACTGTAAATXyiATACAAGCACTACTCAAAAATTCA I LL 1 1 11 1 U CACGATTOGACAGTCTAAAACCTTGAACA 1 1 1 1 LI 1 1U AC 

80 SHI I ELTFTYVBDEFLSRKNVI.TSQ I LELV X E T L 113 

401 Him CACCCCCAGTACTTGATAA i UA>I 1 1 G ATCCG^CCTTATTTCAAATTCA G AAAAAACAATTCCTAGCAACTTTAC CACCTGATATGGATGATTC 500 
AAAAAAGTOGGCGTCATCAACTATTACCCAAACTAGGCGGGAATAAACTTTAACT L1 1 1 UlUl 1 AACGATCGTTCAAAT i.U 1 Hi ACTATACCTACTAAG 

114 FSPAVVDNCFDPALFEXEKKOLLASLAADMDDS 14C 

501 1 1 1 U ATTTTGCACAT AAAGAATTGGATAAA U U . . . 1 1 1 LA TCATGAA IU 111! U AATTGGAATATAGTGATTTACCAAATCCTATTTTAGCTQAAACT < 0 0 
AAAAATAAAACGTCTATTTCTTAACCTATTTAACAAAAAAGTACTACTTGCAGAW 

147 FYFAKXELDKLFFHDERLQLEYSDL. RHRXLAET 179 

601 CCACAAA U 11 LI I ATT C1 1^ . . . CCAACAA . . . . 1 AGCCAATGATCGAAT AGA . . 1L 1 1 1 : 1 CCTAGGTGATTTTAATGAGGTTCAAATTCAAAATGTAT 700 
GCTCTTTCAACAATAAGAACAAAG O 1 li: t AAAAA7CGGTTACTAGCTTATCTAAAGAAAAAGGATCCACTAAAATTACTCOUkCTTTAA C,l 1 1 I ACATA 

ISO PQSSYSCFOEFLANORIDFFFLGDFHEVEIOMVL 31} 

70 : TACAATCA » 1 1UA. 1 1 1 AAAGGTCCAAAJtGCAGAT^TrCAAGCTTCACTATTCTCAACCTTATTCT ;■ ; CLU AAAAATCT 100 

AT CTTACT AAACCCAAATTTCCAC CTTTTCCTCTACAC7TCCAAGT CAT AACACTTGGAATAACATTATACCAAG i I 1 LC ATACCAAC ll 1111 1 ACA 

214 ESFGFKCRKCDVKVQYCCPYSNILQEGMVXKNV 34C 

801 GCCACAATCCATTTTGGAATTAGCTTATCATTACCCTTCTAAATATGGTGATGAGCA^ 900 
CCrrGTTAGCTAAAACCTTAATCCAATAGTAATGGCAA 

247 COSILELGYHYR SXYCDEOHLPM I VHNGLLGGF 379 

* 0 : GCrCACTCTAACCTCTTTACAAAT G TCCGl G AAAATGCTCGATTACCTTATA 1U AGGATGTATG 1000 

CCAGTCACA7TCGAGAAATGTTTACAGGCAC77TTAC3ACCTW 

310 AHSKLFTNVREHACLAYTISSELDLPSGFt,RNYA 313 

1 0 0 ! CTCCTATCAATCCAGAAAATCGTAACCAGCCTCGTAAA^TCATGAATAATC^ 1100 
GACCAT AGTTAGCTCTTTT AGCATrTXCTCCGAGCATTTTACrrACTT ATTAGTTGACGAACTAAA 1 mi I L CCAATAAAATCTCTCAAACTCAATTTAGT 

314 CtKRENRNQARKHMNHOLLDLKKGYPTEPELNO 34« 

lid CAC C AACCAAATGA TT CG ? T GG TC G 1 1 G 1 1 ACTTTrTCAACATAATCAATCTTCATTCATTGAAL U 1 11 1 1 ATCAAAATCCCTTATTTCCAAAATCTTCA 1200 
CTGGTTCC7TTACTAAGCAACCACCAACAATCAAACACTTCTATTAGTTACAAGTAACTAACT 

3*7 TKEMtRySLLLSODWOSStlERAYQtiALFGXSS J79 

1201 CCACA Crrr AAAACTTGGATrrGCAAAGCTrGAACAAATTGACAAACATG CTATTTGT AGACT AC CT AAT AATCTCAAA CTACAACCC ATTT A CTTTATGG 1300 
CSTrrCAAATTrTCAACC^AACGTTTCCAACTTGTTTAACTCTrrCT 

3t0ACritSU:AKLE0:OKOA:CRVAMNVKLOAI YPKE 413 
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1301 AAGGAATAGAATCACAAA U. i 1 U > . I 1 1 UAAGAAJUUkTACTATCCACCTCT>JUUCGAAJU GCTTTATCGXACTLU 1 1 1 L^CCAACGGATTGACACTTGCT 1 « 0 0 
1 1 (XI IATCTTA L 1L.1 1 1 CCAACAAAAA L MLl.il 1 ATCATACCTCCACA 1 1HL111 1 CLA AATAGCTTCACCAAA LLIX 1 l ULC TAACTCTCAACCA 

414 C I E • 41? 
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g«p«l '19* 32 

(SEQ ID NO: 65) 1 caaaJuuIctcctaaacttttcaco 
(SEQ ID NO: 66) 

101 T AGAGAAAAATT AAGTTCT LLLA 1 1 1 l ATttaU ^l i lLlUll ATCCWTC 300 
AT C1LM 1 1 1 AATTCAAgAGCCTACCJU*TACCTCTCCAAG« 1 1 1 10UCA 

(SEQ ID NO: 64) i „ V yoivpvyabedlvvescki.tpkts 2c 

201 TTTCAAATAACCCAGTCGCCCTTAAATA^ «D 
AAAinTTATTCCCTCACCCCGAATrrATTTCTrCCTTAACCTTCATAAATTCCATAC^ 

27T0I TEWRLMKOClPVritLSBHOriAADKRrLTOO <0 

101 AATCACACCTAACTCCAACAATAAAAAAACTATCCTTACAAT^ «0O 
TTACTCTCCATTCAC U U G U A M M 1 U CAT ACCAATCTTACACTGAAATTTCACATCTTATCAGCAATACTAAA 1 M 1 L U CACTTTACTAGCAATAC 

6l SEVTPTIKKVWLESDFXLYHSPYDLKEVKSSLS 91 

401 AGCTTATTCGCAAGTATCAATCGACAAGACCATCTTTGTAGAAfiGAAG^ 500 
TCCAATAACCCTTCATACTTACL I L 1 1 C I IC TACAAACAT l U LH 1 CTCTTAAACATCTATAACTACTCCCACCTACCCATCCATTrCTTACTTCAACA 

94 AYSOVSlDKTMrVEGHErLHIOOAGWVAKESTS 126 

501 CAACAACATAATCGCATGACTAAACTTOUU^TCTTAT < 00 
CM LI 1 CTATTAGCCTACTCATTTCAA U 1 1 LI 1 J ACAATACACrrrTrATACTCTTTCTAACAAACACATAAATACAATT^ 1 1 uACTGATOACCTTTTC 

127EEDNRHSKV0EMLSEKY0KDSFSlYVKQLTTCItE ISO 

COl AACCTCCTATCAATCAAGATCAAAACATtTTATCCACCCACC 700 
TTCGACCATAGTTAOTTCTA L > 1 . I CTACATACC7COTCCCAAAACTTTCACACAATACACATAATATCCU 1 1 L 1 11 M 1 ATTTACTCCCACAAATACT 

l61 XCIHODEKKYAASVLKLSYLYYTOEKIMECLYO 193 

701 CTTAOlTACGACTSTAAAATACGTATr^ 800 
CAATCTATCCTCACATTTTATIJCATACACCrCACTTACTAAAACCTCCAA I'll 1 C 1 1 CT ATT ATTT 

LBTT vKYVSAVHDrPGSYKPECSCSLPKKEDHX 22« 

80 1 CAATATTrrTTAAACGATrrAATTACGAAAGTATCAAAACAATCW 900 
CTTATAAGAAATTTCrTAAATTAATGrrTTCATA U. . . . L. 1 AGACTATTACATCGACTATTACATAACCCTATAATCTAAAG1 TTGGI 1ACACTACCCT 

227 EYS LKOUITKV$RESDKVAHMLLGYY X S N Q S D A T 2*0 

9 0 * cATTCAAATCCAAGATCTCT S CCATTATCGSAGATCATTGGGATCC^ 1 ' 1 1 CT TCTAACATCCCC CGCAAC TTTAT tXAA CCTATTTA 1000 

CTAAG7TTACC7TC7ACAGACGCTAATACCCTC7ACTAACCCTAGL • 1 1 I LI 1 1 1 1 AACTAAAGAAGATTCTACLtAiCCC T I CAAATACCTTCGATAAAT 

2«; rUSKKSAIKGOOWDPKEKLlSSKMACKrKEAIY 393 

IOC. 7 AATCAAAATGGATTTGTGCTAGAGTCTTTGACTAAAACACATTTTG^ 1 M L I H I AAACT ACCTCAT AAAA TTCCA 1100 

A7TAGTTTTA CC7AAACAC0AJCTCACAAACTCA7TTTS7CT AAAACTATCAGT CGCTTAAOT 

29< KCKCfVLtSLTKTDrOSO»XAKCVSVKVAMKIC "« 

HOI GATCCCOATCAA7TT AAGCATCAT ACG ^C 'Gl 1L 1 CTATCCAGATTCTCCATTr ATTCTTTCTATm 1300 
CTACCCCTACTTAAArrCCTACTATGCCCACAACAGATAOrrCTAACACGTAAATAA 

i:7CACEFKHDTCVVtA0SPFll.Str7KNSDY0TISK 3*0 

ASA7ACCCAAGCATSTT7A7SAGC77CTAAAATCA0GCAACCACA7TTTTTAAAT 1 100 

7rrA7CCC7Trr7ACAAA7ArTCCAACAT777ArrCCCT7GG7CTAAAAAATT^ 

it; : A R 5 V Y E V L r • 171 
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rig. « 



(SEQ ID NO: 68 ) l TTfiAXAJU^mATCTATAA<au^^ ioc 

(SEQ ID NO: 69) ^uIcttt^ataatacatattcttcctutatattt^ 

101 CTATCTACCTAATAT CAACAJU^ "0 
CATAGATQCATTATA n 1L1 1 1 U U M^TCCCACTCAAAATAATTCATCTCATTACCAAAGAgrTW *v t i^CCCCTACL. 1C 1 1 iUC 

(SEQ ID NO: 67 ) 1 hkkx i laslllstvmvsovav lttah ait a, 

30TDDKIAAODMKlSHLTAgOOt*0»OVDO:0£OVS <J 

eMu-eTXTTe^CTtUCCACTCTAACTTCCAACC^^ 400 

64 xt 0At08ML0AEHORlOAESItICLEGElTELSKII 9i 

401 i I t . i i i „ i l\m I juLCCAATPgTT^GAAAAACAACCrCCTACTCCTCAAACAAATCGACCCCTAACTACCTATATC 500 

9-, jvsRMQSLEKOARSAOTMCAVTSYIMTIVHSKS 129 

*01 iT-rir t p.HfimrrTrALl. 1 u 1 I & CTGC)UkTCAgrGAAATCCTATCTCCAAACAACAAAATCTTA C^ COO 
TAATCTCTTcStA^CTCCACAAcSc^ 1 1 1UU I 1 IA CAA HJ 1 HI 1UI 1 ULLUILI ATTTTTTCCATAAAOAC 

130 ITEAISRVAAMSEIVSANNKMLEOOKAOKKAISE 163 

€ 0 1 AAAAACAACTACCAAATAATCATCCTATCAATACTCT AATTCCTAATCA^ 700 
I : . . . CATCCTTTATTACTACGATACTTATCACATTAjACGATTA O * IU . : . 1 1 AACCCACTACT ACCACTTCCTAACTCATGCTTTCT CLU I C 1 1UA 

14 « KOVAMMDAINTVIANOOKLADDAOALTTKOAIL 19* 

?c; aaaacctcctcaattaactcttcctcctcacaaacccactacctcaaccc caaaaac^ *oo 

TTTTCCACCACTTAATTCACAACCACCACTrTTTCCCTCATCCArTTCCC t. 1 . . * I CCCATAATCTLl 1 1 L : lllllUTCGACTCCCTCTCCGAGC 

19-tKJkAELSUAAEICATS- 211 
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Fig. 24 

WES MCSU 



(SEQ ID NO: 71) 1 ATCTT^TTCCTTTATraTTAT^^ 

(SEQ ID NO: 72) tacaattaacgaaataactaataaaaccocatcivactatccctoctaacc^ 

(SEQ ID NO: 70) , m t i x l l : : u A r l r a s i . s c l , v c K u x K c : 0 x R t H l4 

TCCCXTCCCa^TCAATCCCCGXTOOTACCTAAO»TO 200 

JS CSCHLCATHAFRTLOVXAGSVVI ACD I l» It G T t, A «7 

201 ii?— rrOCCU ! tH LATCCATC1TGATATTCA CLIAA. 1 1 I ' X" ULA GGA C 1 L 1 1 lUJib II 1 l AGCCCA LUlbl i 1 ClU ^TCTTCCCCAAATTTAAA i«« 

Tn»OTAACK»AA*CACTACeTAC^ "0 

S8 TALPFLHHVDIBPLLACVPAVLGHVrplFAICFK iqo 

301 aXOTAA^CCCCTCGOiACATCAG^^ 

CO>:CAinUA*>CCGCTGTA01U-ILn;r*lU^ 

lOlOCKAVATSOOVLLFYAPLtriTHVAVrftPLYLT ij 4 

401 CTAAAI I iUi I ILlLlUlCATCt^TCTTAACACCCATCTATACTCTTATATAT AUl 1 1 LI 1 HI CCATGATACCTATTTATTC A TT G 1 LUT TACCCTCCT 500 
OATT TA AACAAAGACACAGTACCTACAAI I CtX 7 A GATATCACAATATATATCAAAGAAA C AOCTACTATGCATAAATAACTAAOWCAATGGGACGA 



135 K'VSLSSHtTCIYTVXYSPFVHDTVLLrvV 



501 CACTAl 1 1 llKj lUATA TACAGACACCC AGCGAACATTA ft ACCAATTATCAATAAAACAGAACCTAAAGTAAAATGGTTATAA SS3 
CTGATAAAAACACTATA lUtLIUlUUClLUCi U.1AA1 1 IU.1 IA ATAGTT A1 1 1 IblLl 1 IjU ATTTCATTTTAOCAATATT 

!«• TIFVXYXHRAVZKRXXNKTEPKVKML* 193 



T L L 167 
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(SEQ ID NO: 2) 1 ™*^ Trm X1G * C ** AS mKr ™^^ U.I.UIU ATAAAATAGATAAAAATCgTAgXAT a 10 - 



(SEQ ID NO: 3) 



TCAAATAATCTCrATTTTCTCACA ULU 11IU i AACGTAAACT AT AAAAACAAGATATTTT ATCTATTTTT ACCATGTT AT 

101 ATAAArrcAGCTAATAA^TGACArrACATAAATATTTAJUU«rrATCC^ 20c 
TATTTAACTCC^TTATTtXTACTCTAATCTATTTATAAATTTTCA 



(SEQ ID NO: 1) i 



MRLDKYLKV8K1 ZKRRTVAKEVADXGR 



201 ilc^gg^grc^TCTTCGccA^CTT i cu e i 1 1 Uj Caataa u u u. i u. ri ctaaaagtac joc 

TACTTCCAATTACCTTACAACCKrTTTTCAAGTTCCCTGAACTTTCA^ 

28 I KVHCXLAXSSTDLXVNDOVCIRFCMXLLLVXVL €*. 

1 0 1 TAGACAT GAAA CATACT ACA AAAAAAGAAGATCCACCAGGAATGTATCAAATTATCAGTGAAACACO^ 4 0 c 
ATCTCTACTTTCTATCA 1U 1 1 1 1 1 i 1 L U I 1 A ll 1 Lli LL 1 1 ACAT ACTTT AATACTCAL 111L1 U.UA T I ULi 1 1 1 ACACATTTTTATAACATCTTA 

62 EMKDSTXKEDAACMYEI ISETRVEEKV* 
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( SEO ID NO: 5 ) : v^ 'Z^^'^Mmzxcr^xcczxTcxAtxc— %v * ^.ft^riACAcrji?? 

(SEQ ID NO: 6) 



(SEQ ID. NO: A ) 



* ■ *^CAACACTTAACA:Xgrr?TSATCMTC7TC^^ L. . U CA L. « . U U^AACCACTCT^ACAAreATCT»AAAATACT 

KHRTWRHSrVTMLMTPFM I 



: = ; TTSCCAATATTCACATTCCCAATCSTAli::. . ♦ . . ACCCCCTATCCC.Uw,... I UACCAACTCASLI II 1 ACCATayrfc A* »C*CC7 CGCACCTCGACT 

AACCCTTATAA:n^AACCCT7ACai7CCCAAAATCCCGG*TAro^ 1 1 A 1 LI L CACCCTCGACCTCA 

20 CHI C I PHR7VLAPMAGV7NSAFRT XAKELGACL 

3 31 CCTTCTAATC CAAA TCCTCTrrSACAA C CCAATCCAATACAAaU^CaAAAJ^ 

GCAACATTACrTTTACCACAGA L 1 0 « . CCC7TAGGTTA . w . . w . » 1 CCCACCTATACCAACTATACCTJ U: I LLLUL . « . * ^ T C ACACACATAC 

51 VVNEKVSDKGIOYNIfCXTLHHLKXDEGKMFVS : 



40 ; CAA 
S6 C - r 



S7TGAAAAACCA7CGCTACTTrTGTC^CATCCT 



5 D C 3 S 



R A A E F 5EKTKTDI VO 1 HKCCPV 



5 3 1 T CAACAAAA 7SSTGAAGAACCAAC:TGCACCTA7trrCCCTCA^ 

AL 1 11 . . . : ACCA C . 1 w . . SC7TCCACCTCGATACACCCAGTTCC7ACCA L . * 1 CTACATCACATACTA U U U 1 1 CCAflCTC W A C AOCAACTATACCC 



120 NKIVKKCAGAMW 



DP9XIYSI XNKVQ5VLDX P 



152 



(0 ; *CTTACTSTC AAAA TCCTACgCCCTSCCreCACCCATt^ 

TCAATCACAC7T7TACCCATCCCCCACCCCCCTt»CTACACACCCT=A7 



TCCC CA TGCAT 

a cc i cu LoUa^ccc^^ccctaoota 



VKMRTSHADrS 



VENALAASAACVSALAMK 



7D0 

its 



7C; GCCCCrACCCST GAACAAA TCTATAC^GGCCACCCAC^Cr^ I LLLLA ACCTCTAACCAACATTCCATTCATCG£CAACGGTO 100 

CCCCCATCCCCAC7TCrrTACA7A7SACC CC : CC C UIU^ CTCT3CaAAATCTTCC^ IU»LA C 

1>C 6 R 7 R t 0 m * 7 G M A C L t 7 • Y R V A Q A L T K X P F X A N G D 21J 



• 0 1 A7A7CCSTArrCT CCAAC AACCCAACCAACCCA7C C AACXA C 1 : Cr7:iACGCAGTCATGA7TCCCCCAGCTCCCATGG<iAA^ 

TATACCCATCACA U,: I L :.L w . lACl . I L » « GAACCACGA "»GLU 1CAC7AC7AACCGCCTCCACCCTALLL1 1 lAgCAATCGACAACTT 

2je R7VQEAKCR I EEVCADAVMIGRAAMCH P Y I* F N 



252 



901 C CAAA T CAACC ATTA CTTTT7 A A> CAGC AC AAATCCrACCT*CATTTCACCTTTCAACACAAGATGAAGATXCCCT^ 1000 
CCTTf ASTTCCTAATCAAA L I I I , : 1 , 1 , . ACCATCCACTAAACTOCAAA C I 1 L I w I ALI ACTTCTACCGCATC C1 AU1U AA H 1 1 U CTAACTAATTC 

2SJ CINWYFtTCtILPDU7rrDKH*IAYEHLRRLlN 2RS 




•CALT Al L 1 LLUI UL AAC AI L1UULUL I C Ca UU Ul LLUHiU AC LLAl 1 1 LU C 
ITACAGCCA LL A 1 U A A CACCGCOA LU. 1 1 1 UU»CACCTCgqTAAACCG 



1100 



1101 AACCT ACeACCC TACCAOACATTCAAC CLL I L . 1 U CAATTC C AQAA CC CT7AATACTTTAAAATCQrrAA L 1 Li LA 1 AAAOA U lULli LA ATCCCCCCA 1300 
TTCCA i iy « ™«ATCCTCTrTAACTTCCCCACAACCTTAA LL . L 11 LLUAATTATCAAA 1111 U^U CATrgACACAA T TTCT C AjCACAACT^ACCOOSCT 

JJOASTLAEICALLOLEIIA* U« 
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(SEQ ID NO: 9) 

1^*^17172^ ™ VaCCTAr7TrCT=ACTCACCA^TAACCALLL . L I U J L L I V*AAAC7TCATTCGTAT7^TCATACCATAACCCTA 200 
ATCATCTAAAACTTTA O CGAAAAACTCSATCAAACUCTCACTanCTATTCCT^ 

::: 5TS£ST C * TTAA7CCACTTAT " AACA77 ACCAATAACTTCACAAACCA I C 1 i II I ATCAATATOgTA U mATATTCTCTCACrrCr 200 

CACTCCTACTAATTACCTGAAT A CAA&AAATTCTAATCCTTATTCAACTCTrfCCT 

AAAACTCACCCACCUAATTTCCTATTCACCATCTCCCCCTCTAACAATOTATTCTm 

* Z '' I ~£?T- T g? ~^™tt ****C GAACAXTTG7 K I 1 * LUL l LA TATACCATTTCTCCCCATTATOAGCTCCATCAGATAOACT C UllL.i $00 

AGTGGAATAGAGAGCTATTGTA '. , Li 1 AACATACXAiSCCl.CTXTXTCCTAyfcACACg!BCTXATACTTgEACeTAi?Tf*T>*'^^><Y> | * n ^ nAJtf .^ 



(SEQ ID NO: 7) : 



^CTTkAAAACACTAAAAGTATrGACATAATATTSACTTTTACACTATTCTAT^ 



HMLXVXQKIPLKIK 



E^yss^yj^ct^cACGCAATe^rrr^ 700 

CCGTA^.CTTAATTCCCACTCCrrTASCCSAAAAT vA, . . . . i 1LJ AATCACAAACATCCTCCTCCACA L 1 1 i L^L. 1 CTATAGATAACACTCTAATCAA 

:sbmc:nccc :cfycktlvfvpcalkc£di tcoxts 4« 

JliTTiSSS*^!' * ' uAA S CA ^~»~CA*GCTCAACAACAAGTCTAM^ i L I A CT ATTTAT AATCAATCCGCACC 000 

CAT AA T ere*. v . » C AAACAAC AATCACTTr=A5 1 *L. . CACATTTAAACCTTAACACCCTACAACATCATAAATATTACT^ACOCCTCC 

** : *" Mrv tAKLLXVMXKSXrilIVPSCT:YKrCCC tl 

3:: ^EEE^TSJT^ESTiH"*^ 7 »oo 

CACUC7TTACTACCT «CACCT AATACTATtC^CCACCTCA^ACTTCTSvCTCAATCAACTACtTCCCCA L i ...>i AAA CC A6CACCTCCTATACTTTTA 
,: CS,MH - H ^CKC * r triCTDLl.MOALKKrAPACT»H 114 

TiTSi^IT^SE*^* 7 ™*^^ l000 

A . ACTTTAACCACCTTCATAACCTTACCTCrrTCrTTTTATAATCT 
"•»*«I»»T.ICH0«PlirTIIAEt0r0T»KrilMgVKACL 141 

A . ATACOTH 1 1 1 UACACTCATAAAT CATCTCAACTTrCTGACGSACCATtnTCTA 1 ILIU 1ULL1 i CACTAAXCATTAgCCAATCOTCTTAATaAAtt; 
*«» T *« |, «»»l.VtUKOCtV0DKtTOVIAlllLAtltT 111 

::C: ^j^TSrl^IS^I^^ 1300 
WAw* > CTAAOCTTACTCCCTA C 1L>LUH CA ACATCCftCAC C CA T CATAATACCAOCCTCC &LUC lLillLi UCCL 1U 1 C CAACTCTAATAATAA 

l " T " 0lr, TOtP«VLCV«TI«V«»A*llTC0VQJII 31 4 

-AATuTTTCCCCGTCCAATTAAATTCACTTAACCATTTW 
J « v -»«0fc»lT0tVKClV«Or»»VVTVAVIIT»TAtT 

1 1 3 ** Er*™*^^!*!^ : te **^C*^" ^ TrATCTCr.CCOCAAffl^ C TA^ r . ■ ' . i ■ u ftnri- * 1400 

CCTCACTCTATAT ACC AC i . WL1UIL1L. AATACAC CCC C C 1 IUCIU ITAACTTCtTCCACATCACTT^ 
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5 1 ' T ° 1 X T 1 : 1 - « « « « > o « = v c h r r r S t s P . A r „, 

-^-gata . . . CCTCaTTTTCCCGACCTACAACT ATTTCTTCTCCTAAJlCTAACTCOCAATJ^cicCT 

^ ° L " ' 1 0 T E v ^ ' ^ * v K A t D v D , E D B L , „ A y c o * ju 

,o M ° r ° h t - * 1 * = t » ^ « > » » - r « , 0 T . A 0 A 1 1 v D Jti 

? ' " T C 1 = ° " ^ = ^ - » v , E « M v r : s c „ v s , t A 4M 

*iSBDl.ViLV tVY;LHYIQ5V0MrPMTAIlTtAVVELI „. 

»** ^C*T»TTATC»TTCTC^CTTTTATTCTTaCTCrW0r>>CO>CTTCCCaUtTrCT6 

««» T K V • 



2000 
452 
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gepWlS 

/em Tn Mf> • 1 1 ) • XACACCT i A .. 1X1^. . ACCJUU U L .^L^U ULXTTXGCTXCTACCATAGL:..,.. . .U*ACTCCCT AAAAACX ra CTX7T?CAXATrgAa IOC 

(5tW LV i^U-li; TTCTtWSAAAaUUUUaAAATACAA7CSTT7AJ^^ * * * iUiLLUXTXXXCTTTXXCTC 

(SEQ ID NO: 12) 

1 : : 7TTCXCACC*?CTACCA?GCAAAAATr7C7TATAATXA7C C A*^ * ° ° 

XAXCTCT3STXCXTCC7X L w i : . » . AGACAXTA77X7TX' .. : l~ . U * i LULL I X U> : I * * L1XXAATXATTX1 L i 1 1 1 ACTACTCCACTXACCXSTT 

(SEQ ID NO:lO) 

2 C 1 CXCXTTC CCX MXTCCTCTXTCXXTCCGeXTTTMXX O 1 UP . CC T CG I ACfcfcCXCTrTXTCGAXL. 1 1 II CAGTCTA t.twu wJTC GCXXC Cl CXI e I CO J 0 0 
CTCTAACCCrTTTXCl»GXMCITXCCCCTXAAJnTC^^ 

iio:onnLStiicrxvvi.vcorMivLSLrvoic»BLv 4» 

J 0 1 TCTTCXTCexTX I 1U,1 I lL„Z\ ' .A. 1 1 AATGGTTATCAl « 1 C » CUCGXXXTCC^XX^TrrCCXACCTXCCTXT^ 1L1 1 11* . Ill 1LUXCAGA 400 
XCCXCTXCCTXTXXCCXXXC GM XA C XXXTTXCCXXTXCTCXCCXCX UILl.: 1 l ACGCGTTCTXAAGu w >.LATGGXTXCT>CXX>CfcXX C >fcCCTCTCT 

SO LWDICLPLrifGYHWCQtlUKXSRVP 1 "' 1 ' 5 ** 0 >3 

431 CCXCCCTXTSClTXTTCTeXTCCCXXTCXXTXTCGCCCCGSXTCXCTT^^ ilL.il 1 ACCTXXGCTTCXICCL 1 i I 500 

GG7CCCA7ACCTXTAACACTXCCG77XOTTXTXCi;:CCCCC7ACT^ 

S3 O*RDIVM*:il«CADOrvTKPrDO0VLLAKV0CL 115 

S 0 1 . .^LLIL^. .LLI ATCXCTTTCCCCCTCXTCxeX Ul 1 lULlU UXTX lULlU^lUl f XTCCTCXATX CCXXA TC^TCC X TTTXCXTO COO 

AACCCACCAAJtt*TACTCAAACCCGC*CTXC7C7CAA*CGACCT 
116 LRU SYtrCKDCS LL.EYXCV 1LKTXSHDLHY0G0V 14» 

(01 TCTTCXXrrTSXCCXXCXXTt^TTCCXeXTTTTXCC CU I U . . xrrTCXCCXTCCXC»CXXCaTPrrXCCXarTOXg CXCC TCXTCCC CCXXC TT ^^ TOO 
AGAACTT AAA l 1U*1 .1. 1 XCTTXXCCTC7XXXXTCCCCXCXATXXACTCCTX LU ILlll 1 GTXCCXTCCTCCXCTLLICGXCTXCCLCL 1 1 UAAACCTT 

150 L»LTK»rrC;^«VtftHXOWIVX*OOLM«ELWH xn 

TO! gAGTCA L LX TTCXTCXTXXTAC^rTrT r r a T C XX lUlLC^lLLI . ILLC IXJUUUUaTOCXOCAnC^CCCfcTTCCTXCCXTTTXTC CXCX CC X^ «oo 

S?CACTCAAAAAGTAACTACTX77ATCGC»CAC*CA 
18} SDFflOOHTLSVHVARLRICItLttOGLVCrilTK 315 

SOI AAACCAATACCCTACCCATTCAACCX7CC77SA77C^^ ,0 ° 
. . UL{ . A7CCCXTCCCTXX C: ILUI XCCXACTXA C; . .G IT XAIUUU^CATCOCXTAC» C CCn»r ^ eXTCXCCXCXAXAITXCXTAC^ CC XXAOAX» C 



211 KC2CYGLKM 



33f 



901 CCA II1L..UIL1I X LU J. C M,....l *TrTCCCMTCTJ^^ 1000 
CC7 X XXCAX C A C AATC^CA>ACTCXXAAATAAXCCCTCX CXTCC7TXAATCXXCCXCA T CXXXXXCXXC AX C ACXX CC K » > C ATTCCTXCAA7XXAXXCT 
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9tpl49) 

(SEQ ID NO: 14) t vn ^ * r- vr, ^ » >— —~ ■ — t n ryrrfl* r ■ " ^ctgcjtxtcccaal^ ♦ . .v,.C ATTCA ii . . a i AAA C CMCCC TA CCAAco cTC 105 
(SEQ ID NO: 15) a . 1 k.*.icalli w*^ s.aasccctaaaatcca . . .LL ACokT*cccrrocM> r fc r rAACTWAfc*ui i .^.iujcatccttcccac 

(SEQ ID NO: 13) 1 KOTCTTHTr«: „CKICAOHATPVIDrrKCTLATL 11 

131 CTTC^TTXTTTTTCXTCTACAXCG^L , .::.>..,lUk:>.ll LUAl i 1 . [>A.HU. » ^y^^£^J *^y^^^*^yyY^£^^^yyj 300 
GAACCCTAAT AAAAACTAGATTj TT CAAVWKWtf*ACTft*l AAA * * * * reTS A OU^TAGCCGCTATCGAAGCGATACAAACCT CCT AAATTTCCAC 

3«LriiFHLGGvsPLircLiAvxGHTrpirxcrrcG „ 

2 0 1 CTAACGllltCCCAACOUillClUUgTCAl 1 . HU-At 1 I^UUCCTXIUI ^ ' " XCCTT °5^TT^ * * ^ * 1 >^^:f): f ^T^! 1 ° ° 

ca i tc c & ACAC iu. iia.iu fcccAccTCACTJuuu«sccTJuu ccrra TM»^ 

it KAv»TSACv:rcrArircLYLAXtrrcLSTLC5 100 



J 0 1 TATGA I . IL ACTCTCTA gTC T CA CACCATeeATCCCSC Ull.. 1 A > 4 4 
ATACTAJULCTCACAI^TCACACTC?SCTACCTACCCC CC AaUT 

101 H I 5 L 5 S V T A 5 I A A V 114 
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(SEQ ID NO: 17) : 5^^t£TT^T%±^ t cs^ rc i T C AATATTA i i . . il.u i .il iaactccaacctatc too 

{SEQ ID NO: 18) ^^^TTTWTTACTTTTCATA. . . . ^TTTAC&ACATJU^TgTJlCtTrrA^CCA CJU^CTTATXAT KhKAA CI7CTACGATTCACCTTCGATAC 

(SEQ ID NO: 16) 1 **s*Ki.w*i.ST*ciivLH:iF»iLTCT»v 2 » 

1 ° : jnsssjs^i??^^ 3 o d 

AOrerot^C*G»A,CCTCCCrrt^CTC*7ACaUkTauiCTT^^ M W W * » aa 3 r SAA»CCTTCAATACCACA«TATTCAT 

10 **VLORTOTCTFMSVDTILSrFLPFATYCVTIfT O 

331 S5^SiS^-TS^**T?g*^ . . . 1 1 AU I U ll»LA TCCCTTCTACCATTTTCACC )00 

GCCAAATTCCCCATAGTCATTACACTTCC7A 1 1». . . . 1 I CTA^TTCTCTT ra AAAAGATCAaUUUU^ 

* J CLKAISWV *OWKlCDLIIIlTrSSLrYLCXACTILT >5 

3 ° 1 *£i5?T^STSI55r~5T*:^ M I A ItiUCClA TTCAACTCATTCCCCACATTT « 00 

TCAn^CAGATATACCATCCCATAr ^ ^.*GAJtfUA*TCACTATrAGCTA 

96TAVY 1 LA »^LrrToiiPtvititvtLVMcxoLiAoir 139 

01 TTT^?TFP A ^T CC= ?' 1 C^TCAASCT =rrSCJUUULTTA CA U 1 1 1 L! L . . . 1 ACAAAACTCC «C0 
AAACTTACCTTACCCACTTACTTCCACACCTrTTAATCTCAAAflACAAAATCTTTTCACC 

■ 30 SIEWVHlAfctHTfSFSFTKL 1«| 
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9«pisi: 

Crn in Nf) • 20^ 1 CCTCCCATTTALLU I UATOCSATTTC*C5T*Ttrr^TtaT^TTATCCJkciLXCCTCSACXCCACCXCGACCAATCrX > L . . . 1U 1 LA CCACTTSCTATACA 100 
3tW 1U "U- GCACCCTAAATCCCACTACCTAAACTGCATACATTACTAAAAATACCTCTTCCAGL 1 L» LU * I ^CTCCTTACATACAAAACACTCCTCAACCATATCT 

SEQ ID NO: 21) 

1 0 1 GGCACTACCCATCCACATTCAAAAAACrrTTTAAG^ 3 0 0 

CCCTCATCCCTACCTCTAAU I CAAAArr-^LL M :L*rJGGC*TACCGTTCCAeATACATCALLUl 1 UUU^CTAACCCTTACATCTACTATACTCA 

SEQ ID NO: 19 )l HOIOXSFXGOSPYCXLYLVATPIGMLDDKT JO 

201 : . : IU 1 UCTATCCACA CCTT GAAA CAACTCCACTGGA 1 lUC I CO C ACGATACCCCCAATACACGC LI 1 1 1UC1C AACCA 1 1 1 1U ACA 1 1 1LHCQ H C C 300 
AAACCACCATAOCTCTGCAA s. . . . „ i 1 CACrTGACCTAACCACGACTCCTATCCCCCTTA 1 U 1 LCLU AAAA CC A CT TOCTAAAACTGTAAA UU I Ui 11 LU 

31 F X A I OTLKCVDWIAA CDTRMTCLLLKHTDI S T X Q t« 

J 0 X AC ATCACTTTTCATCACCACAATCCAAACCAAAAAATTCrTCATTTCA liUi.HHl U AAACCAGCGCAAAGTATTCCTCA CG T CT CI U ATC CCUU I I I 400 
TCTAGTCAAAACTACT LL- , H 1 ACG . . iACtuCTHACTAAr rntnttfi hlmluli i l r^T ^rrzArT TC€rxcxr^r-rM.f y^yy^^ 

« JSrutHHAKEJCtPDLICrLKAGOSIAOVSOACL »"> 

«C: CCCTACCATTTCACACCCTGCrrCAT^TTTASrrAACCCACCTATTCACCAACAAA T T^ 500 
CCCATroTAAACTCTCCCACCACTACTAAATCAATTCCCTCCATAACT LLl 1LU l AACCTCAACACTCACAACCTCCATCCACACCTCCTTXAAGA CC O 

9» PS1SDPCHCLVKAAICCCSAVVTVPCT5ACISA 130 

SO: TTGATT GCCAU I UU 1 1 . ACOCCCACAC CCACAT ATCTTTTACt^TTTTTTACCCASAAAA T CAf^TCAACACAACCAA Hill iUUL I CT l > IAA DHT T COO 
AACTAACCCTCACeAAATCCCeCTCTCCCTCTATACAAAATCCCAAAAAATCC LlL 1 1 1 lA CTCCA UI 1H LI 1LUU AAAAAACCGACA 1 1 1 1 11L1 AA 

&>^LIASCLAPC»H:rYCrL?ltXSO00X0rF0SESDY 1C4 

601 ATCCT CAAACACAG ATTTTTTATG AAT CA rCTCATCSTCTACCACACACCTTCCAAAATATCTTACAACTCTAi 

TACGAL 1 11 U 1 L, 1 CTAAAAAATA CTT AC7CCASTACCACAT LL 1L1U1 U CAACCTTTTATACAATCTTCACATCCCACTCCCGACC 



13 : CJAATTCAC CAAAA TCTAT CAACAA TACCAAACACCTACAATTTCTCAATTCCTCCAAA^ 1L1L1 CAACCCTCAA 11.1 LI I HUA TT S00 

CCTTAAC iailil AGATACTTCTTATCCTTTrrCZATtrnAAACACTTAACCALL 1 1 1 LU I ACACACTTTCCACACACTTCCCACT T A C ACAAOACTAA 

196 ELTXIYEtYOACTISELLtSlSETSLXCICllI 330 

Id STTCAACCTCCCA CCA>A CCTCTCCACCAAAACJATCACCAACA L> 1LI ILI 1 AGAAATCCAACCCCCTATCCACCAACCCATCAAGAAAAATCAACCTA 900 
CAACTTCCACGCTLU. i 1 CCACACCT » - ■ . . . CCTACTCCTTCTGAACAA G AATCTTTA UU 1 1 LUC CCATA UU 1LU1 1LLUI A L1 1 L* ill 1AU1 1 LU AT 

231 VtCASKCVftKOCEDLFLC X 0*8 I00GHXXM0AX 3C4 

» 0 1 TTAAC GAAA TAGCTAAGATTTAeCACTGGAATAACACTCAACTCTACC^ 1000 
AATTCCTTTATCCATTCTAAATIXrrCACCTrATTSTCACTTCACATCCCACCCATCCTC ULIMIIUHA I ZICCL 'I LIUILLI ACATTATT 

2*5 X E X A X I YQWNK$0LYAAYHDM£XX0* 390 
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(SEQ ID NO: 23 ) i » m.c i i u, i i A AAAAAAG CTG ocAA TCCTcrrTAAGTccAAGTTArt G«c m x a gcatataaa i l i a : i i ll i acatattttttaaacctt ctaccag ioo 

(SEQ ID NO" 24) TACCGAACCAAl Ul.. LLACCGTTACCAGAAATTCACCTTCAAT AA C fl CC ACATCCTATATTT acataaaccatctataaaaaatttccaacatx^tc 

101 TTAATTT SAAAC CTTTACL X 1 L 1 U. 1 ATAATAGATTTATGGATAAAAAATATXUAAAAATCrrTCA^ 200 
AATTAAACTTTGGAAATCOAACACCATATTATCTAAAT ACUTA 1 1 1 . > 1A TA L1 1111 1 ACACACTCCrAAACCCTCXCTCCAA 1 1 i LU 1 1 I AACTATCG 

(SEQ ID NO: 22 ) 1 mdxxyexisodlgvtixqidt 21 

201 L» IClA A Ui 1 1 LA CACCTGAACCCCCCACTA U LLL 1 1 1 A TCCCCCtnTATTCCAACGACATttACrCCTA C I C 1 ' >^ TC*SGT0CCGATTAAGGCTATTA 300 
CAACATTCAAACTCTCSAL1 1 LL UJU- I U ATAACCGAAATACCCCCCAATAC CU1 i LL 1 U 1 A CTSACCAf CACACCTACTCCACCCCTAATTCCCATAAT 

22VLSLTAEGATX PPIARTBK0HTC5LDCVAI It A I I 55 

301 TTGATTTCCAT AAAAC TCT CACAAA TCTCAATt^CCCTAACGAA CL 1 H L H ACCTAACATTCAAfS AA CA^CCTAAgrTM C CAACCAATroCAAflAACC 400 
AACTAAACCTATTTTCACACTCTTTACAGTTACTGGCATTC^ 1 1 L U L 1 1 LLA TTCAACTCCTTCCTTAA CL 1 1 C 1 1 LL 

56 CLDKSLTtfLHDRKEAVLAKXQEQGKLTKELEEA fl 8 

401 TATCTTX U 1 i LLL U AAAAA TTACCACACCTTGAACAACTCTA 1 L..vLIl ATAAGGJUUUfcCCCTCCTACCAJtCCCAACCXTTCCCCCTC 500 
ATACAATCAACGC L. 1 U 1 AATCCTCTCCAA L . . . . 1L AGAT A CAAGCAATA 1 iLLl U 1 CCCAOCA 1 UU1 1CLU1 laUi AACCGCCACTTCCACCTCAS 

B9 ILVACKLAOVEELYLPYKEKRRTKATIAREACL 121 

SOI TTTCC7CTTGCT LL; . ,C A 1 U IU CACAATATACTTCACTTAOCAAAGAACCTCAAAA U* 1 LU* L lUl GAACGATTTCOSACTCCCAACGAAC LLl Hj A 600 
AAACCACAA CG ACCAAACrAAAACCTCTTATArCAACTCAATCTCTTTCTTCCACTTTTCAAC LL1 1LUU AACT 

122 F P L A R 1, X L 0 If : Y S :. E X E A E X F V C E G F A T G X E A L 7 155 

601 CCGCTCCACrrGATATrTTCgrCCAACCCTTATCCCAACATCTCA LL . . - LU 1 1 CTATGACTTATCACXSAAOTCCTGAGACACTCTAAACTCA L 1 1 L 1LA 700 
GGCCACCTCAACTATAAAACCACCTTCGCAATACCCTTCTAGACTGGAACCCAACATACTGAATA 

156 CAV0I LVEALSEOVTLRSHTYOEVLRHSKLTSQ 111 

70 1 AGCCAACCAT GAAA CTCTTGATGAAAAGCAG s,. . . . I CAGATTTATTATGA I CACAGACACTTCGAACTATGCAAXXSCTATCCTACrTTCGCTCTC BOO 

TCGCTTCCT A CTTTCACAACT A L I U : LL . CCAAAAAGTr7AAATAATAC7AAAAACTCTCrG7CAACCTTCATA LUl 1 LLUATACCATGCAACCGAGAG 

189 axdesldekoyfo:yydfsetvgtmogyxtlal 221 

801 AA7CGTGGGGA GAAA L A I LL 1 b . . I SAAGATCGCTTTTCAACATGCCACGGACCGTATT ^ 11 O CTACTCCTTTCAAGCTCAAAAATCCTT 900 

TTAGCACCrrrCTTTCAACCACAGAACTTCTACCCAAAACTTGTAOTCTGCC^ 

222 NPGEKLGVLKICFEHATSRILAFFATRFXVXNAY 2SS 

901 ATA7TGATGAAQTTGTTCA CCAA TCCGTTAA ^A>AA G GT C . . IU. 1 L CTATTGAGCCTCCrr ATTCGGACACAATTAACTGACAAAGCICAAGAGGGAGC 1000 
TATAACTACTTCAACAACTCGTTAOGCAATTCTTTTTCCAGAACCCACCA JL 'C'I l AATTCACTCTTTCOA L 1 1 L*LLL1LU 

25« * DEVVQOSVKKKVLPA t ERX1RTELTEKAEEGA 2tl 

1001 TAT CCAA L 1 1 1 1 1 1 U GACAA TCTCC CCAA TCTC C T C I ILL* 1 LL J L LA CTC AAAGGGCO LL 1 U» A 1 1 1 1 LU ATTTGACCCAG LH. 1 i CU 1 A CAGGTCCC 1100 
ATAGCTTGAAAAAAGACTOTTAGAOGCGTrACAGGAGAACCAACGA 

289 rOLFSDHLRNLLLVAPLKGBVVLCFDPAPRTGA 321 

1101 AAGTTALL1C 1 CU 1 LGAT CCAACAGC AAAAATGCTGACAACTCAGGTTATTT A 1 CC IC 1 1 AAACCAGCATCAGCTCGTCAAATCGAAGAAOCCAAJUAAG 1200 
TTCAATCCACACCACCTA LU I ILILLi 1 1 1 1 ACCACTGTTGAGTCCAAT AAAT AOGACAA 1 1 1 LClLL 1 AGTCGAGCACTTT ACL 1 1 L U CUL. U LU 1L 

122xlavvoatcxmlttov:ypvxpasaroieeaxkd 35S 

12 01 A TTTACCACATTT AA 7T GG T CAAT ACCCTGT AGACATT ATTG CCATTGCAAATGGAACGGCCAGTCtrTCAAAGTGAAGL 1 1 1 ILI ACCGCAACTTCTCAA 1300 
TAAATCCTCrAAATTAACCAGTTATCCCACATCTCTAATAACGCTAACCTTTA LL 1 1 LLLLL I CAGCACTTTQ^CTTCGJUUUICATCGCCTTCAAGACTT 

-ADLICOYGVCXXAlGNGTASRESSArVAEVLX 3fll 



WO 99/33871 



PCT/US98/27918 



- 10- 

" ol SBSSSSBSSSS^^ woo 



,M D T * 1 V S T V * V IT t $ C A S V T S A S t t A ft 0 t 



* P s*ccACTcrr ta uu« c T ciu utcTcaiCAA 
r r o u t v 



1401 sssssras^^ 

*" 1 * " * * 1 $ 1 * " » «- 0 0 » «- * * I- V K t D f * S x c V 0 0 Y 0 H «s 

1 S 0 1 ^^TOT^CT r Afi MCAAAC TATCTCACAGTCTG& AI. . . 1 U » 1 H UL ATACACTCCTTAAff A Xi 1 H j . n J 1 1 > it^» t ., . . 

WCTACACTCACTCTTtrTTWTA^^ 1*0. 

*" ° V * ° * * L S 1 » <• » ' V V 0 T V V * 0 V e V H V II T A S » A t U. 
1 i 0 1 T. . U LACAOCTACCTCCACTTA > CAAAA^TATgTgTa*AAATATTKT ^i > > Tif wriw » ■ i» » . , » .<—.. . ' _ 

"."onncaTecxecTcxcTTCTTTT^ no. 

S21 



*" I'SKVACtllKT ISCiriVKYlKttGKI TSftAQ X Kit 



S3J V r « L C A « * r t 0 A A C F I . , , t S I I. I L D H T C V H , C S54 
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(SBQ ID NO: 26) . . 

(SEQ ID NO: 27) 1 SSSSSSE^SSS^^ „. 

(seq id no: 25) i * *• « . = . v . ,7777777777 „ 

3«»so«THVA OIVII .cv»r».,« CD fl tTVfTrTGtT fi 

" * Y " K * L C C * V L « r T X « A t 0 L T C I A g L . M . V T I T 100 
1 6 * • ' ' " ' « " » ' « ' I « » T . « D T - T t « V • » , v r S 15J 



' * " 1 1 * : ' T 0 : 6 ■ « * » » r V * T , S * T , , . . , v X 0 A »,-, 



SOI 

Ita 



WO 99/33871 



PCT/US98/27918 



9«plS31 



- 12 



(SEQ ID NO: 29) i 

CCC TC YAAAAnAAACCT ACY iaSACACT XAYACATTOCAAGYACTAYYAT' . ' 1 It^IlVT." ATCCTTTWiA/yVTCKi nU7.l'V<GC7tfl;CAATATATAt.l. III. 

(SEQ ID NO: 30) ==c * c ** * »*jxca*- i « CAcrArrrxrrtTTCAT^TAATJuuuicTiuiGAXkTxc^^ 

(SEQ ID NO: 28) 1 "vvobotija le 

• o i c c >c>c » » ia .*^ .tACCfc ui^iu..^.Lu ucxAT*a^ iiccicii Jtfatfefc ^ 200 

U.IUIUI itLLLC AATOT^c r^ iuuac c TTrrTXTrrcrjuuaaj^ 200 

i: PMKGVTIGrsritltlALSfDMrYrCODGVLOKrV 44 

2 0 1 TT C C eAA G CAAC TTTTA fi h % CC AAAAA CTt^ACCAAT^CCAACAAACAYCAYg q S Q A > fi t* TATGATAGC T H H (W^B ACAAACCACCTATTA 1 1 1 1 LA J b 0 
AALU.ULUi:CAAAAY ,wL*...UU tfCA73CrTAYG b. IU. . lLlA CYAC LlLI »L1 1A YACTA ILUUHLUIL«L. 1 lUHLA CAYAATAAAACY 

4$ CKQVLEAKYAYMYtfKIINCKtYDSOACSIVYYFE 71 

3 0 1 AC*TCfceoeT>eTTATeATACTTTfcAWCTCJrrSCfcT?TX IAI 1U«I CTATTTA OCM O O AT UOICCCU lU aTCYCCCATCAAC 400 

TCTACTCCCATCAATAGTATCAAAtTTTTCACCAACCTAAATAC.TL'i ILI AATAACCAYAAYAAA IU 1 1> 1 IIIA JCACCCAAACYAACACCCTACYTC 

71 DOKSTHTLKTCHIYCKCYWYTLQKOCOrDIBXH 110 

* 0 ; ACATTCALU. 1 1 ^CyCTACCA LL . U, . I U>U . 1 AAOCATTACCrTCTTACCnATCATGAAGA C AA C CY AAAACCA C CTCCAYGCTACTATCYACATC 500 

^^AACYCCCAACCTCTCSATCGTCCACCAACCCAATTCSTAAYttCCACAAYGCAYACYA C * I CiC: 1UU A U | lU.lUJ lCCTAmTOATACATCTAC 

:ilRLTVGCL AB6HVK0TrLTTDtKKLKJkAt«yYLDP 144 

5 01 CACCAAC 1CCCTG GCAAAAC CYTCGCAACAAATCCTACTA L.. I LL-1 1 LA TCASCACCTATCGTAACT CCC T OG 1 ATCAACATOCTTTAAeTTCeTAgTX 400 
1UACCGACLL. . . 1LCAACC >. .... . . ACCATCAYC O G C CAA CY A C I C C I LU ATACCATTttACCCACCAYACTTCTACCAAATTCAACOfcYCAT 

145 ATCWOWLCMIWYTllSSGAMVYGWYODGLTMYY 177 

CO I CCTAAAYCCACC? AATCCACACATCAACACA Cm > I w . « L CAAGYCAATGOTAACYttCTACYAYGCCYATCAYTCA OUlll J 1 1 ACCTGTYAATACCACA 700 
CCATTTACCTCCATTACrrCTCTACTTCTSTCCAACCAACGTTCACrrACCA^ 

171 - >»AC5IGO«KTC«r0VHCM»YYAYDSCALAV»IYT 310 
CA . CCACCAAYGAYCAATTTSATATTACCACTTArrCAATTCATTACTTCCCATTAACAYTTGACACYA 



7: 



211VSGYY LKYKCCMVK 
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(SEQ ID MO: 32) : . . . .AiuL*TATrr*TAT T »A ™A » ce aiTTATTart^^ « ■ ■ < p ■ * ~*i *TM\t 1 1 it ■ , TI -. — ■ , , 

(SEQ ID NO: 33) ^ T ^"^ T *™^^txcTA«^^ 

(SEQ ID NO: 31): * a t t i « * * i iBorttDOTSirLAomrtiiiT^n" 

TACCTTCTTATGCA imA : IAAC7TCTACJLCAT<JU^CTACTTCa. t ILtUACTCTAAAACCI T C. - IU 1 1 i ACAA ^ SIrJuSgTC 

TCCTAAACAACCTCT^AGTCATTCC&ACCCATTACACAl.L 11 1H U- ICAAATOTAAAQACTTTTACAi: II C i UM tJ UTOUCTJUU^i=U5iTAl 
11 DLLtTtv TU*»IL»*«tCf f ll||lt«T»Ot!rvor 

A*^TTrcrrccACATCTTCTAA> r , cc AAA^^ i uuurrArr acct acttcwtca 

100 *«*OVl«rArt*XAt»tTLT»tCClVOMrXKUT 
4C 1 £^y^|S'^vy °CW Cg"CTC>XCfcOC LLA 1 U, I U, 1 CAATCTTCAGACT CCCAACT ATCA CCTGATTGAAAAArgA-i tt~a irrn r > 
ilJOMKLrCFCTCAOEALVVlltOSiKTMLItEII J KTH 

SCI iE^h, : : : : j f^jET!T7T7T5^ TAATCT "T CC * U I III I LL 1 AACATTTCTCCTAAAAAATTTATCAACGAACT'Q'l* * » AAACACCCCACAO 
•~~-.<«»»*WCTTCATAAAAACTCTA7TA(^CA^^ . . . 1 i U m GCWCTC 

141 CTrLHYr 5CHtLAVAricij >rK stIttLEKTA0« 

* ° : tt'j^^^Z<iT^!±5?^ » C MJ> C CAATCAAT 1 C I U IL V I U IC 

. .AACSA„. . AGAAAATTCT"CT ACT AAAACTTAAACTT ACC7TCCACTTT ACTCCAT AAAACTTCTTCGA III 1L1 1 IIU TT ACTTAA GAGTCCACTC 

200 : * t5r »' T »Or0r0SKV|CSAir»IKL££«IISLSPt 

** : 1 ^rr^^yq^" 1 " 1 ^ ™^^ ^^* ^^^^. 1 lU ACCTTTATTCACCAACTaiCAGAACCCCT^^ 
. . ^^TTACTWWAAAACTCrrCTTACACTCCCtyWXAAAC^ 

ailR: -* l,DS - ro>i »**-TAi»L$riooviEAvpirvorDti 

AACTA^. .XJC5G77AA AAA^ >*ACACCAA? ACTTT A C CTTAA ZZ CSAC7 AGCAAGGGTTA7TCCAGATACTTCTCCCC CT 

if =**»OL«ltrtMOKL$t«»ICttt:v?»|IVTODAt 

CACACAA. . -^TACCTTTTTICrrrr ArrTT^TCACATACAATTACrm 
J0C 5VEr: OWtKCTTIlLIIMltOIO*E- 

AOSAA^ATCA . ^CACAAGGAAAA*CCACCCATATTTCCAATGCOT 
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(SEQ ID NO: 35) x mww ! wm.t^.p t .. 1 .<.. rrTTnCCTTCa • _ 



(SEQ ID NO: 34) x 



ATTOCTSATACTC 
ATAACCACTATCAC 



••*:''"irLXvcviLLviv 



100 

II 



30TL,TVTVV «OOIVAIXl lfO KYO«VAIIgCIH,» U 



390 



*^Q»»»»gOT»ACTttACCTAACUlLUIU.UAACT r AA ^^ i ^lE^ ggjug^ 
S * ' FCXDSl **«»0ttLL05DXVVr T «T«O»VrVK 



100 



101 SSSES^^ 



400 
llf 



■ACAA^ ■ . 1 1 XATTC&XfcCCTACTTAXCAAACTCTTTTTTCT*,CTCT>ArT»C&X^CTCCXAU U U I U. II CATCCTCTTCTTT 
IJODALtSSV^RUTtOEirflKDCIALtVOBOV^Ct,, 



IS] 



501 I£ggs£^l£lltl!^^ 

"* T T y ° T 1 1 V « • - 1 T * V t P 0 A t V K 0 , * * , x „ k A 0 , 



(00 

lit 



ATTCCCCCACCCrC-.UMU lAACCCCCTTCt^CTCTTCTAATT^ 
1,7 KIVAAOELAIADK X * * v ~ AA EAEAKKDIl L H C V C 

22C 



700 
31t 

• 09 

251 



* ......... Aui « *^*«TACAAAAAICGTTTATttAGGTTTACCACACCTACTATA 

- tT " OlfLDTL,,T '*»KCM0TXrtFIITrilCVODI 



3I< 



' 0 : CCCT ACACAAA TCTTSTCACCCCTTrSCCCTTi >G AAC AAA TAATACACTAATACTg'rrrCAAAA'Er^^W^* i 
CCCATCTCrrTACAACACTCCCCAACCCCCACTCTTC^ 

*TOILSAtRACKR 



rATTATCTOTTATCACAACCTTTTACAC^ 



1000 
100 
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(SEQ ID NO: 38 ; - CHTgTSTSSilg**?* ^ 1 • * ' - m^ uuu ux i i IU m . iu uuTiccTAJMUfc*junoro^ 100 

(SEQ ID NO: 39) eG * Mmr * ee * m ** mme s**™»**esrat ^ 100 

101 TCTC^TCXCCACATTTC r a r a n il> r-| . 11 1 ..in iiTpy ^JL ' AII U AftAftrCTT'^' -'-O.j 1 "■ !■ . ' 

^^CrrACTCCTCTAAACCTCTCTTT^^ 300 

<SEQ ID NO: 37) . 

301 jSTTSTSTiKISi h * 11 1 1ac =^?t* * u acttota c. l i u u t A TATATTATCAgTTTCATTrr r ACArr.Aflji catoaaaa o t a ttc r ; ioo 

"WACCATTCATAOAAAAATCOCAAAATACJUUU^ 100 

81 ,lt,t »'»'FFrLrVVVLCLTIIStirTCOHtJXL ss 

J01 gg^I^SSgISSi TO (rr g " !LI 1 ACCTATACTACTCTTATA IL.LAI 111 IU CACAAAATTOC A ic iXlLnulUULllLA flTAC 400 

CTtl 1 1 I ACCCCC 1 H< I ACOCTA CTi ft rT .fc > C[ MA> fc C AATCBATATCATCAEAATATACgTAAaiA LL. 1L> 1 1 i ^CT> ^^^ r f jjgg^ggg "° 

**0KHCKHrMLLLrLStfTVIlXtAQII»«OLWA*VO ■ » 

4:1 SSl^i^'SIiriflS ii:;; uL aCTATCA UILUAI 1 1 IAILLLA TAAATTCTTTPBATTGa I i I IUUU*1 ILU1L TI I I I IUjIA CTCTCTT soo 

(^CT rr >> rr .AAAACCCTCAAATCTrCTAAACCrrrAACACTT^TTAA^ "° 

121 S**f*SLtnr?:viKr»»*fLSPII«0VyK0ll1lA 1S$ 

*° : SS!S£f!I!:: if iiTHS:^ 77 * 7 ^ 7 " 1 **^*' ■ IC - 1 u - * attatcattcctttctatctctttj> C AA CUACCAACTTWTTCCTTCA 700 

CTT^AgTCCAACAAATTAOaATTAATAA7ArCr7AAT» MCAACAAACACATAATACT^K C R * > » ft »TACACAAA |U . . ^LiW II CA ACTTAACCAACT 

XSItVTrFK»HTICi:CCFCI«lAF»LrTTTXLII«LIl lit 

l»: V^CVXACrVKLrCLUFTOllIlTAFPAIIACAIIY MJ 

TS^^^intiiit£TS2**^ rT: ^ S ^ ACTA ^ t ^ 1 T ^ CCATTCCTTTGA U I LIU. .LI ACTCATTTCCCACTTCCA «00 

^"^^^^^^^^^^^^^^^^^^^^^^^^^CCCAATCATAACCCCACAACCCCTAACCAAACrr* » fcfifi AC AAAA6ATCACTAAACCCTCAACCT 

" l - rTT:KI,l,,l *'*'»-sicvrAicLSFi.rssoievR ass 

»0i ATCLC I *CTTTAOACTCrTCTATCCAACAACCCATTTCTATCTCCCATeCTeea> na.i i* l l u | i i t^cr^Aft 1 1 I lu^-rrii.-j r r t w , . ; 

TACCCAT^TCICACAAOATACCTT^CCTAAACATA^ 1000 

J**«CTtOllNt£llSt«DAC«ALfK0)tFr»IOtcrLT 2» 



1001 asssssss^^ 



1100 



«C '"H'lrF.IHAPtlltMAIISLyiDTlLSTCXVCT! 123 

^SSSSSSSSS^ »oo 

" *" V U * « V * ' V 1 « " > » * 0 I 1 C K II P I X C L t L S f t 3SS 

; " : ^A^AA^Aggg^ ihig SggB Sg? i Un uli i uctacttatctccacta t t cum i uuci i tk mi 

WW * ********** A *CC rUfi ft fi M C ACCTAACTCACTCCGAAATAAAACAACGA 
1» T V V A V M C I f 0 L A t , • 1 0 I C f I F t t V « C S X t t A L 1M 
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(SEQ ID NO: 41* : t252£J*^Z^l^:):^ AC ^^ -i-*u ucaccccctaga 
(SEQ ID NO: 42) ^rexcr7trrACAccMccATc*Ac™ 



IOC 



1 = 1 : i^fEgggT^ra^^aACTxecgnw am ca ca iua. 1 1 1 ux i lui la . . . ii ATA-roccACAA aoo 

TTTCC*AC» C ttUa m ;TTCCATCTACACC»TCA^ ! iUjiLU CTAACTCTACCttAAACTACOreAAAA^ 

. cTCAACTrAAua,..iuiiiTACCTCCAccAAA i»u^ J 0 0 

)C: ^STT^T^y : : *: ■ ^^yTCCACCCCTTTCAAgCCCCAATTTCllCA^ 1 1 . 1 LAiiumTT, VTTftE ft 4 do 

(SEQ ID NO: 40) : 

N 1 

ACTTACA1 .1 UTCTCTT T .^aUUUUU I CTCTTeJUlCCTgm 5 " 

: ^VKtKTttvritVACASLSAIIBISCSVSVtAvi )« 

CT7CATACATCTACAT CCC l b! : : =CCAACaw«C(UTCaUJUCT^ 40 0 

55 KTV0V ^'*<*LiFLCV«HIClllllVOirtIKrtA i7 

AATTTTCTACCTCTACACTCAACCCTAAACTAACCfcTC^CCTTTro 700 

" : * KD * OVT »' M -:C--0*«KVItOV I OTVOYrilA LOS m 

C . CATTTCCA , tw AA U , ; ; j^ rTCS CT CACTAGTTCACAAACO AACTT CATTTATAAAGA U . > I . . U 11 . I IUIU XAAAAAG 

^I^S^TETTXEE^ 077 * 3 ^ 0 *^ ACATAACATTCAATA I U . I UU 1 1 1 AATCXCt^TCCCACCTrrTCACgCTACCACTCAC 900 

TTCACaACrrrTACAACarrrTCAATC(^rTCATCTAT7CTAA(^ATACAACC^ "° 

US >tc --K:-P£UA»LDKICTVCL«TMArftA5tt W* 
OTCAAw* » *»«CTAAAAv. ;wwwCLw^rTrrAAATCTTTCTCTT7AA Ul lUiC. 1 .UU i AAGCTTTATACOaAAAI ULMU CACCCCCOCCAATC 

lit c & k b : r»AACCLott:otiio:p»«PL«iiTcc*T 200 
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(SEQ ID NO: 44) . CTXCTCC^WTCCfcCTTff ACC^CT^AOTTTATTJlTTTAeTTrTJU^TOUWOUl^ * LI lU AATCACa i 1 1 1UU1 AOCTAC CTTAA— 

(SEQ ID WO: 45) CATMOQOTCAOCTCAAAATC^ »* 

(SEQ ID NO: 43): •>»'t-*vs;. LrTri(0 , 0fLVLI(OltvOstvli n 

TCAATAAOTATATATCAACATTTTTAOOTJUUUU^TATOT^ 300 

** L1 * T * VVK I>r$t«MVtA:tF«VDOIHtOAAi$ «c 

2 0 1 »TC^lLITCAl^U..lATACTATCATttAACGTTA?CA .iLU*UI ATT^ 1 1A TTAA l a a 

T> CCC AOCAA C TCQAAAAATATCATAfTif^Tf^LATfcfrr^AftfrrAAATAAfc*TWf>- ^t * T*Ar^XTfc^i^^TT^j ^iX« 100 

«-»WCA«rrTT««ivi irriL>VVLSVIAWI»rill LLT 100 

101 CTWTraACTTATCTCTATTCCTTTACCATCCCC7ACCTC^ 400 
GACTOAACCTWTAGACATAACQAAATOTACOKUTCCA^ U 11 1 LU MU 1 ACATTACCTQT 

101 0 F 0 L t V F LTKPLAQPLQ1T III SAOOSTATSVAQ UJ 

401 AGCIi.iwi» :«H.niA TAC*ATT L... 1TCATTA ? . . L 1 U^ rrttXTy-%j^^^ ^ rhf w^ t .n ujiii i j ijUftflr taw-ii. - ftft 

TCGACACCATAAACAAATAT^AACAACACTACT^ S °° 

11* AlVrVTTlVtn|:sCTVtYfT0«rO»KVlB. iM 

5Cl gggg™*??^ 1 * ^*^*X*TTCAAATACTTCTCACCATTCTTTffATCACTA C T CA J J UU I A gTATAACTOP^r r*^*/* ****»^7 *7 ^ rHVTVJl TC 100 
ttATCACAACCCAATACTTTATAACTTTATCAACACTCCTAACAAAATAaTC^ LU1 TTAC 

GCTOCGACCTCCCT ACC CTTCAAT ATCA7 AA C fc AA CA C ft 7CCACOT ACAAA CT AAT ACTACTCCTTACTTATCCATACAAT ATTTAAACCCT^TCCTCTA 

CCATtTTCCTAATCrTCCACTTCAATATACTCCACACCCAAAACATCCCCCACCTTCCTAACAATAATCTCT 

801 £*fgffi^' * ULlL. 1 1 UCAjC TCTCATATC 900 
w . fc J ^^ T **^CCCCAACCCCTC?TTAACCTAATCCA7AACCTCA7CCAAAAATACTCCCTCGACAAAATCATCCCTA fcACACAAACCCCACACTATAC 

CTACAAOrrT«maTTTrrT7ATACACCTTTTACCAACA7TT^ 
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(SEQ ID NO: 46) i 

* mm 

CTCTCCTAXTC7Crrrre>ACCTTTT^CC ^ 
3DB|t0lt, "C6*VVL>TlTVTCLrSKAtOtK A v D 

31 l,VTOLKB1 >»o«*i'»'i.»»t*frcoii.i,, Kllo , A 

,0 YL0 " LVtT '»-'CrLT::L*AIIDi»FTI»VlifDL* 

TCATAACXTAA«CCTXCCCCTCACTCGG*TACTtnt^CTA^ 
101 T I C T » m , S H F I T L D L I i t T C P I X C F S * W I S O 0 A S 

SCI C T C^ 1 U TAArr™?T *r^ftr?SAft TTrT ff^*"w* ■ ' ■■i wnff n j i i j t j' i i i .. ..i'i ' 

-ccacatS^IIS^ 

CVrfE0II -' lD 't>0CV l .GLIDOArLTCOOS?tVD 

<01 lUCCACACATTTTrTTTTCACCACGCTTCJULATC 
WCACACCT^^wCCfcCrrTTACAATCC^CCCCCTTAATTTCC^CrT^ 

1,0 1 * C ° « V * : L ' » * 0 ^ « t K X r L L C C Q i r L L * » t E H 

,=: 5^2£SS^^ ■•• 

^ s * 4 t. bwMAtttM T ATGAAAAT CAGGTCTCCTTTCCCCATCGGTTCATC 
20J L » D L 0 t T 0 V « A ; C 5 I « 0 t A U 0 t T F « f E t T A 3 0 L A 



^^^C^AAOCCTACTAAACCA . -AACCCA . ACTCCrACSTCCATTACTACACAATCAACCTATACACCTCCCACTTCAAXTtJCTTAOTQ* 
531 * t,0OS,,M r--CyCOAAII|IVLI.OYVIIACVTE«L 

2,9 t, ** Of,,II -ALAVSF0A0COOICI t Sl,UOCtSO£ 

AKlCCTCrilLHSAMMiLGAHAFTSItVClfTCDItH 

1101 ^ACAAACQCTTTATTCCCATCrrTTACTT^ 

ACTffCTTTCCCAAAtAACCXTAiUAAATCAAACTAAA^ 



100 

Jt 

200 
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IS 5 £ m! ' — — Mi 

(SEQ ID NO: «9 T ^^^^^^^ »' 

* Mr <-OTAKIKVEJkg BO QOO»V20 

HnTTOUrCAw ATACACGGA . . ACCTCCGOGAACCCCACCACTAC ra ff* fc ff r ■ i m t , .i ' ^^r^nnf^Jt& TC TCU illiS tS 

""^ACCTAAAGCCGATCTTACC^^ »0 

5 * 7 C H 0 9 " Y » ■ » ' « * o * e i * o n t i a „ ■ c , o k t 0 t t „ 

ww^«T^4Wi ^^TCCTCACAACCACTACCCCTCTCACCgTT^ 1L , ,^ w ^gjgggggg * 0 8 

6TVtVfQ57»viDAETOIIVLTDLltiiG0KFtVAIIGa „. 

,00 

121 • C ° * ° " 1 " ' * T > « ■ » * » « t « t « C C t C 0 I « t L 0 L 1» 

144 ' L * 1 L * ° V C *• V « ' > * V C K S T L L S V t T . A * , K , C 1., 

11^ A y H F 7 7 1 V ***»C*vi70SCCSfAVADLFCLX ICA ,» 



1000 



* 6 ° V S 1 C T 5 r L ' " ' * » T . V , t „ , , „ n t k , t „ „ „ ,„ 

— — ™ ^^^^ no. 

' ' ' D * 1 * 1 " « * «■ 1 * » " «• » >■ » t . , 0 I 1 V T . « „ D „ „, 

k: »oeL»TL t o«t»f tt ., , tr . ri>lf0titI|IBtv w 
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1101 TTACr&TOCtt 
AATGfcTACCTJ 

"* tTOfOICt»*rt:Ji 0OOATII vL«CK»t l<«tF>r 



. ■ Tf -. T . J -.-_ | 'TTACTrOTQATttXCqATCCCACATOGSTXl 1 1 !LiUJI ' , l* i nP i nf l C7 TftTT;fi AW CT !■ ■ TT » »* u .. 



1401 ATCfcCCfcA CI 1 m *T Cg T &fc TCJUtTC re ; CA TClUUl L« : t A 
TACZVSTTGJUUhCTACCACTACTTACACACTACnTBUAT 

JtTNTNPOBOtSVllEL Iff 
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!!lf2 5? 1 I^!*"^!! !^^^! ™*^ * 1 *^^ L * IA T(^TT»TTAaAA*Tt*A CM » r » I I C CAT1TT1T 

(SEQ ID NO: 54) *csrTMCce»»HL.i«iuUAACTrTO faiiL...,iuiunn.iuui i i» r i> Mr i r »iiT*cTrwJUTcrTi ^.iL...,...u,iA TJuLTA 
(SHJ ID MO: 52) i m 



100 

1 



101 creT gAA&AAACACTACAACCAAAACC AATTCA lll lUUlU WTATJUU UiULI 1 ICU iTqfcOBlTqrjia MiCLlUILi I A TI 
CCSAL1 1>. . 1 LI LAI LI mil 1 A itirriy.it^i^Ttw^irri^^^^trtw^w^^j^ 

3 AKIBVIVlp j DLOtTKrcriDDVtyVLtTOKC L l« 

301 AACSAAU.ll,. lAULUlUUrrAILIULIl^lAAOOOTCACCCraACrOCATCTTOCACT 

UULI ICLACAATAACCACTTAAT WCC ^ Cq fcTTCCCACrCaCACTCACCtACA^ H . U 1A O0CCT 

lSWtGVIlBLSAAKCt»KilHLtrtLKBTtTrBg|«9N 41 

J01 '' ^CAAAC TT C f^ ailCA^ C TTOTCACAflATTCACTTTCA M 1 1 I I L I 1 LLU U UUUIJILL 400 

ACCTT?CAAC CCLlLLILlU AACfceTgTCTAAf*TeAAAf^Ar , rf^tTTaj^T**a i ij.i , ■ i n... .^>i .. . . , , . , . , , , 400 

«» 0TW O XOL»tlorODLIYT0trtDItrA«l»#OOVr 101 



4Cl ^^AAAACATTAAAQAAACCTTTCAACCITATOCCCATTCCACAAf^^ 



TCTAA >11L11 lUL AAACTTCCATACCCCTAA U. IL1 1 LU ACTTGCAOQAATAAA 1 LU1 LCft UK >rimrrTi^Tra^«rT-^^r-*^^^ T q 
102 CKIXCTFtl ICI F EAKJIAY LAOASAQTSfCVV T 



$00 
114 



401 CACAACA TCiM GSAAC A C TTCXAAAAATTAGCTATTATCT^^ „^ „. 
CT&:iClAUll>UL.UAAGCTTTTTAATCCftTAATAaua u.i u ^i^ ^ 

DSNHNRtcrOKLCI IFTOTDSALXCYrOLFKOTrAX Iff 

* 0 1 *S77^ArCCCC CACAWAA(aACT TC CC^ lu 1 U ^ACCTftOftTAT 700 
TCAACCATCCCCCCTCTCTATrCTTCAACCCTCCCCAmCACTCCTCATAC 

ltf - Vf »TOII»tAALH«fcViiSCCTftYVrKCVKVDI 301 

70 : TC=ArTTCAAAUUA1 1 1 LL l r * T ^ T AACttAAWATACCTC*CTTCWC^ .„ 

AG5TSAAC77TOAATAAAQCGATACTTA?TC77TTTATA?CCAGTCAACCT^ "° 

303 »L0TTr*I»IIIK:c0rCITLIIVCIOASVHYVt 334 



• 0 1 ^^^^ ACACCACCAACA TATT CAACCAA TACCTTACACCCTCCC^TTCTACAAA 1 1 1 I 11- 1 I I tK> Ctt A GC TTATATCCCTTATACAAgTATgcl.kA 
CrTAC*T^:C7CC.:Ul*TAACTTCCT7ATC^ 

3J»OCT*FTT«fir«LllAAIVtirAtDOATPI»TTT:0l* 



act 



* 01 £ST5TiiI2T£2^i^ iooo 

♦^A^EACACTATTX^AGATATTCAACCXTTCrTTCCCACCATTCCCA L- M 1 1 LL I ACrarT(^CAACTCACCTAACTACCTTTCAACCCA lU<» H MUL 

24* «*D»V*|ltVTlt*AliAgiiDATVIIII60IILCAItTT 101 

ATACTTTATAOCTACACAAATGCAACTA S CT C 1 1 IL 1 CCCCCACCATCCTACSAGACA TA O CC aAAACqAT^^ 

103 ""TFiVYLOafCAlCTMLSIAFAIIAOOaOOTCA 114 

1101 AAOAT^TTtACAATCCTCCACATACCACCTCirrCTA I IUlL,lui AAATCCATCCCTAAAO0>T f3fW 3CAA^ t. iii l nee 

TTCTACTAAOTCTTACGA CO 1 U I A 1UO 1 L U ACCACATAACACAQATTTAOCrrAGCBATTTggA LL I LL 1 i 1 LLA AgTMTog^fC^^^I^ ^ ^j^y 1300 

>»RMIHHA»HTtttIV(BgSAKGeeKVDY«eOVTrM )«• 



1201 ACAACAACTCTAAGAAA U I I U I LLLA^TTCAATCTtUTACCATTATdlT0CATOACCT7T 13(1 
» *»ACATTCTTT »H » C AAA QCCTTCT AACTTACACTATCOTAATAOTACL I AC 1 VAJAAA 
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(SEQ ID NO: 56) i Accr g6ium TATttA CCfcA CTATccTATCT » iuru w rr m r ■ h i i u u i aih AACTTCCTTATAATttAAOTTCAAAcr: i ftftenerouiil i 1 1 julttttx ioo 
(SEQ ID NO: 57) TaaecTTAAATA i i u« . i la t aggat acaa i m...i u ^uuTj^Tro*cau^TATT»cTTCMcrrTm Lci nmai iu aaattaoaat 

(SEQ ID NO: 55) * AGITIQVSTLKtOaiVTlTiTHtVOTtTAf'tt;. )J 

101 COAttU Al lUl UAAJtT ACCTAUl ILL. .UUA11LU 1 IAMHHLAA11I 1 L 1 ATATTTCCACCAATTCTTirrTTBn BTATCTTCAT^ * * * f^VVTT 300 
CCTCaATAACA UXLlAHXA T r w » rW MOUIT nW fcfcjyfc T *A CAa > q TTAfflUCATATiUUl U.lLUl l »fc nnrr?7C TCT»T*aAAClTU il 1UL1U AA 

J4CAIVCIXJtLLLfT$V»LLTFI0FIIDIL:i»lt «7 

301 CACgTTTACC Al 111 1 lU AAACACATCCrCAGTATATOOJTTA0TCAATTTttCCA UX 1 1 1U1A1 1 lUilULlAUlHH I lAt 1 1 lA A QCA UTC U AQACTT 100 
CTCCAAATOCTAAAAAjU.il AU 1 U 1 AOUUnCATATACCAATCAgrTAAACOtTTCAAAACAT IAA CO C13 ATCHfUflfc AATAjUUfcTTCCTCACCTCTBAA 

«• CL«rriTKAOTwvio»A*rvrcAiLriiiiiDL loe 

1 01 .^...J* iiJ^i ii-J^ .armm n. 1 1 i » y » f *r***my*< i«ic n ; ^ " y ^ mf>^^ ^^m#»i^»»^/|^^^n^^ |^ ^ | HX TCXOJ LI IA1U 400 

cefcgTAA WT»»rrir^ e*AAT^T «-fcfrwi/»» ^^^^ m i i i 1 1 i i .w^^^ n n QATJICT1TTTJULTJIC 

101 VlCLLTLLVrLASAVlTLTlQAOKCIlVtHTlM 1)) 

401 > » » nC > A >A TACCATCATTCAfcCTAAACAATATATCTAAAAAATTTOOAACCCCTXAJ *C I A 1 1 U LA GATACCAATCTTTA 4tl 
1 1 iLLl 1 1 1 A 1 LL 1 ACTAACTTCA 1 1 XL. I AT ATAQA 1 1 1 1 HA AA Cfi I LWIC ACTCCATAAAAGT L I A 1UCI 1AOAAAT 

11« X C R • II? 
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(SEQ ID NO: -59) i 7™™™*^™™^ laa 

(SEQ ID NO: 60) AW ^ mTTTOT * T ^ T ^ 0CCC *c«cc^ 103 

(SEQ ID NO: 58) 1 « t t c « 

101 iSTiT i: *~ » >^ :± g?g*?*T ' ± * ' J " * I^TttAATAACTATTTTAATIUXnraM^^ ,„ 

TCATA T M CT^MB CCAA g TCTATATA T fca r » fc T K > »A»AATAAACrACTT*TTCATAAAATTATCCAAaTOO^ "° 

> v TcrrrTTxtrrrTL»i»»TF»ii.«c»iitEfiK 

201 ggTTT*gggf * * * * * lAAATTACcicCrCTTACTACOOQBATreiSttACOCCBA l. 1 i 1AI 111 1 Al i m TtTTTCTU,WBei^TtffT»A<ww^ loa 

,iBrT,F,f * t **i-sTCi»TATLrLuiri.tAr«iior n 

301 - * - * ^ mqOW T ** ACC * CC TTO '?Tr7TrAACACAATTff fcACAA T C OAL 1 1 1 L i i I i TMM j i ^ «„ 

AATC8AA«A«AAACCTCTATrrCCTCCAACTAAAA« 409 

" ,r,LtI "«v»'t.iisrTojsiA»iiAtrrioFrr« io« 

AATATATCCTATCAT AAAGAAAAAT AX^AATCAATGATAATCCTCA * * j> ll j> I j ij^Ig^IggSSili;:^ 1 ^^I***™ S °° 

105 T, * TTrr >-*ti.Tts«rtiirit«tiin* t vr tf TrL »? 

AAACATCTTACCAATAA«ACCTAAATACTCAACCTCTTACCCTATIAACCTAAT "° 

:Jirvestrwj Y0LOItcIICLLPlr0TKVl(f|(pTxtj ^ 

AAATAACCCAATCTAATGATACATACTATTAA^ 

172 »MLTLLlX::»tTVrSVHIIH*l*«V- JM 



"••»"**i*oiiAiiiivA«3i*a»aioiiji»i )lfM40vo „ 

dart STiTT?^??? 1 ^ 

oott ^u^xx^aoon^am^ zm 

SESHSSKK^^ 10tt 

t»C 0«lI4IliI0J«TttTT0llilN«»i V Oill*i - «,3 M| 

oott ««wxjrwnxxxoYaY^^ ;oot 

ttt Y&M«1i0f4iai3SS SXiVIOVMlgANXJIlSHVaiC 

oooi ^YxoxYDOYaixaxxYnru mr it t y m t Tai^OYaisvtDJjaTp^ 



o o i n o h m 



00t x^Y>rYv rprnnnnT¥ x g nnt e oY a ix33iYx w tvr i^ ynsiai^isxiiiserrai^mm^^ . 9t 

ttt TA«OllAJM40OTJ4JaXiflllY1il0431XIS0J0tt 

0 0t XYl^Y¥TOXXYYYaXXSO^YYiJJA¥WTYT-n TTMT1TT TWlwmvfllw™iiiiivv>^.> ........ f t , Z^SrTTn t „ , 

*M *OO»CY»1fYTl0»»Ill4TY4OJOll0AAY«SJ Mt 

nR e ?T?^ A j?T ZViaifaa "^WPXIflMYaOY VT IT I T TTTTT1T T VYllA3YW*YY3S03g0YX3TYY3a3YiAY13YY3X 

00S 3AXWYaOIYATtni3P rvnft Iin r iry'Hir™! i w n w ^ w . » > M M Avww» t .vm^,^, , "rri ^rt Y*" ^ 1? ^'.".. :o » 

Ctt 1XSXftlfllS0tXlA«ia«liiaMAA14xt3 t I H S 01 

aa. g ™ 1 - 1 *^ T T ^^ ^^XXSOYYYYXOXOYDYOftlXYCPYJ *! T T T T TTlTV 3XXYYYYY3I3YlJY30YY3YXYSaiYWiaiW 

oo» 3i3YWYwiauavYaax4iXYt^ „ t 

** ° e *>43«XtMaXfiA'1fV1K««iadtX4XM0ltYl L* 

001 wmu w iw > ur>t 1 1 nt Tw a^a^wx^^^^^^ , -^^^m» ^^ ^t . ^ •yrrrynA f vmnTvyjmSS tot 

»► XlHfVSlMlOV 

a»» A ^ >ftCT XYaiIflJY3I3YtJYXaACY33X£OYYlD3^ 

ovc TgYXJaXYXJYYJaiflWBl^^YjyjLXJpMpgxXYTPY 1 Y*' T ^^^1 |y 

" 0 * * » * » i o ■ a t x m : (T9 :0H OI taS) 

oox .. iyt T vava^xxxYY^YaaunfxxaOT^^*^ m i jjj i t (J9 :0H 01 &3S) 

- W" 



8I6il/86SflALDd 



U8££/66 0A\ 
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II CI. i AI L.7T *^*^»^EAACfcAAAACTTCTTTrrATCATAOCTC6fcCA I i . I L . . ■ . UU UUTACCTTt^^SSS^nS ^n^: UB0 



«17 
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(SEQ ID NO: 65) 1 ±*?±^TT™***BTm »cc>c*^^ t ^ tmn^ l00 

(SEQ X0 NO' 66) C * A **** CTCCT »»*CTTTTOCCAAl U. 1 - » L . . 1 . . LI . LiSCAflltitmcCT^^^TVkATiATBBiAm i WTCT>^ ^TTlfl \T\ r*p ft T AAAT AAA 

101 WfS fc r AAAAA TTAAOTTCT llLAilA.l 1 IA1UU ACA IJU1 iLL.Ui 1 1 A TGCQAATOAAGATTTAgTACTQQAATCTTBCAAA TTta r^fr r** » _* » ^TlA^T 20D 
(SEQ ID NO: 64) J «VYOtV»VYA«EDLVV«IO*I,T»ETJ 3t 

3 0 1 TTT CAAA T AAC TOfcgTCCCCCr^ ~| H TTTTTTI TATCATC 100 

AAAqTTrATTCCCTCACCCCCAATTT AI 1 IU M LLI IJ UWPTC»TajUTTaaTACrrTACT*CTT*AfcTATQaOB Ca U 1 1 1 UCTAAAAATATACrAC 

2?roxTtiiiLiitootrvrKLtKioriA*oiftrLY»Q «o 

501 y TCACACCTAACTrCAACAAT >M>AAAl. 1 AIUCI I A CAATCTGA^TTT AAACTCT ACAATA 1. 1 LL 1 1 A1UA 1 1 1 » » * ^--TmHTAAi UU U_ U A TC 400 
TTAtfl L i LiATTCACCTTCTT A T . 1 . . U LA TACCAATCTTACACTttAAATTTCACATCrTATCACGAATACTAA Al 1 1 1 LI 1 LA CTTTAOTACaAATAO 

<l »« v TfTlKKV»ttI0ritLtII»»TDLK«Vri»tS tl 

TCCAATAACCCTTCATACTTA CC T U l- . L iW t A CAA^ 

»« AY.sovtioitrnrvieacrLKiooAOvvAxcsTs 121 

101 £S5S^Ig?l^!^*f*g TT E*fg* A ^^ 1 1UL1AIX IA1UI 1A AOCAACTCACTACTCPAAAAO 400 

111 H 1L1 ATTACCCTACTCfcTTTCAACTTCrTTACAATACACTTTTTATAU l LI 1 1 Li t fc n fcaa n a nfcT AAATM^TTPtTTTr^-m TO^ ^g 

13*rttDKiNlKV0IHLStKT0ltDSrJITVK0LTT0Ki: 1«0 

€01 AACCTOCTATCAATCAACATCAAAACATCTATc raft >ltl*T T?TTTgV^ !■ li'.' l ll MM »^>^> ^ r ^ nJVJVA ^ T WT[ p L 1 * i ■ ... ■ . ■ ' fl 
TTCCACCATACTTACTTCTA L, 1 1 ILI ACATA CU * LLCl C C CAAAACTTT T i r t r i ITACAaATAATAT giil iliii n ni|i T' . ' ^ VIW tTflCT 

1*1 AOIHOOIlMTAASVLKLSTLTVTOBKXHKCtyO 1»J 

701 9TT*^*T*^^^^ AAAA TACCTAT??S£ACrCAATCATTTTSCAeCTTCTTAT> » H CC »C>GCC» ACTOOTA U ILUl'li » ^WAflMteAT AftTJlJUt 000 
^AATCTATCCTCAC^TTTTATCCATACACCTCACTTACTAAAACgTCCAACAATA 1 i 1U.1L1LLU I CACtATCfcCAACS Al iTiliUlLi A 11 AU1 

1»* -5TTVltVtAVH0r>CSTKFtC10SLFIttl0»K 331 



• C; CAATA' 

CTTATAACAAA 



TrTrT AAACaA TTTAATrACCAAACTATCAAAAWTCTCATAATSTACCTCATW , 00 
A<UAATTTCCTAAATTAATCrTTT=ATACrrTTCrrA<UCTArrACATCCACT 

33ftYSLADLXTKVSKtSDMV& MlfLLQTT2 S M O ■ D A T 3C0 

CTAAC7TTACCTTCTfcC>CA C 0C7AATACC?TCTACTAACCCTA a:i IHUUI 1 AACT AAAOAACATTCTACCCCCLL 1 1 LAAATACCTTCQATAAAT 
3»; FRSKHtAl KCOOMDPKtKLtSSXMAOXPMKA IT Ifl 

10C; TAATCAAAATCCATrTCTCCTACACTCTTTCACTA^ 1LI 1 ILHI T T J UUBTiBgreiTimweci H00 

ATTACTTTTACCTAAACACCATCTCACAAACTCATTTTCTCTAAAACTAT 

1M KCVOrVLES^TKrerDSOKlAKOVaVKVABKIC 

" 0l SI^SISSIITi^ISI^ i!^ 1 " 1 >lll»* TCeg»TTCTCC M 1 IAI1U 1 1L1A1 1 1 1 LACTAAaAATTCTQATTATOATACQATTTCTA 1300 
CTAOCCClALUAAATTCCTACTATCCCCACAAeACATACaTCTAACAOTAAATAAOAAA^ 

12?CADIfIMDTCVVYADfrFIl«lFTKIItO»OTISIC ICO 
. ~A » wxy , . wi ACAAATACTCCAACA7TTTAC 1 CLL I IU, l ll AAAAAATTTACTAAAACA i,MLl 1 ILL1 A TAAA U 1 X I i ILUIA CCATTCCOCCAA 

«• : * » s v Y t V L K • 
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( SEQ ID NO : 68 ) j TTOAAAAATATTATCTA TA A fi AA mi c» t ataaatc ta a cahao c cctaatat 
(SEQ ID NO: 69) m u.uu i a taataoata i 1 1 i «u. iu i ATwrrAo u mui luaa ttataaataat 



atactactm iUJ',u iiUAAffAACCA ioc 

^TWTC»7TUCACAAAl 111 LULL! 



(SEQ ID NO: 67) 1 



101 aTATCTACBTAATATftAAQA * » * fc A» T CTTAGC3TO M. .1.1*11 A ACIACACTA A IUU i llli U UUJTA Ul II 1 X I lA ACAACTCCCCAT CC AaAAA CO 309 
CATAOATCCATTATAl I 111 11111 1 A^UATCSCACTCAAAAT AA 1 1 UUU1U IT T A CO » A n > C TTOT CC »CAA* IU 1U1 ILA CCCCTA LUIL1 I IUL 

MKKKXLA«Lt.kfTVMVfOV*VtTTAHAIT 31 



301 ACTCATCA CAA AA 1 1 UH PC 1 C AACATAATAAAATTACTAACrT M C A C CACAACAACAA C a A CC CCAAAAACAAOTTCACCAAATT T^fW A nra A <1 TAT 100 
TCACTA 11UI 1 1 1 AA CO * aW.l Ill ATTATTTTAATCATTttAA l 1U1LU1UI 1U1 1U1 1L1 1LUUUU 1 1 1UUUA A C10UU lAMULLlLUl 11A TA 

10TDOKX AAODKKXSMLTAOOOSAOKOVOOtOtQVf <J 

)0t CACCTATTCAACCTCACCACTCTA*CTrCCAACCTCAAA^^ U L 1 A AAAA 400 

CTCCATAA iaXlU ACTCCTCACATTOAAC UUUJ l UUlA CTATCT W 

• 4 AlOACOSMLOAtttDBlOASfKKlSOSXTSLtKV tl 

♦ 01 CA I 1L1 1 1L1LLI AACCAA 1LL1 lU. AAMA C AA C^CaiAaX&CSU UUtCAAATOCACCCCTAACrA^ IUIA AACTCAAAATCA 100 

CrAACAAAQAflCATTgCTTACCAA CL . . . UU lU^CCATCACSAbl 1 111 1 lA CCTCOCOlTTCATCCfcTATAOTTATOOTAAaiTTTgAqTTTTAOT 

»T IVtRWOSLKKOAKI AOTliOAVTiTXaTIVafKt 139 

3 0 1 ATTAC*GAAaCTATrTa u.LIMlUUUC AATCACTCA ^ (00 
TAA 1U1CU COATAAACTCCACAA C CA C STTACTCA H 1 1 A CCAT AttA LU 1 1 111 1UI 1 1 1A CA AIH 1UUU11 1 JlUJlHAi llli 1U1ATAAAOAC 

130 I TEA I SRVAAttttlVSAMIiKRLCOOIlADKKAX SB 1(3 

(01 AAA AA CAAC H 'ACCAAATAATOTCCTATCAATACTCTAATTCCTAATa.A C A AAAA 1 1 lil I C ATCATCCTCAACCATTCACTAi 
1 . . . . 1 CA.T LU, . I ATTACTAC3A7ACTTATCACATTAAC0ATTA U> 1U, 1 U I AACCCACTACTACSA U I lUil AACTGAT 

1*4 KOVAMNDAINTVtANQQXLAODAOALTTKQAKL 1»( 



1C1 AAAAC CT O CT C AATT AACT t . U . 1 I UGAAA CC SAJ 



TATTACACCAAGAAGCACCA CC TGAGCCACACC CT CG HO 

SIX 
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(SEQ 
(SEQ 
(SEQ 




BO: 71) i 

72) 
HO: 70) x 



M 1 1 * U L 1 1 L A ' 1 1 • • • » » a t * v □ * t * , a , o , , , 9 




x t t a T fc A «T 



' mil 11 111 LAIUCfcTOTTCM ^ 

^ fcA fi TIMMOAq T AOgtACAACTATAAqTOOOCCAACAA 




CCUUAUmJUmxiiLlUlAuiLi i...u »» ^™^»^^'~w**^IAAAlULAlllUUATACnCA 



.IU1AUIU.T 
OOKAVATIOOVLU 



rTA»iLrtTnvAvrrxr 



ATATOAACT 

& T I T 1J4 



KTmTOTI AACAfl UlA I it a tactcttatata; 

Al IU1 LU.TAOA1ATOACAATATATAT1 



XTOATAO01A1 1 1A1 1UAI 1U11U1 IAOCCTCCT S00 



OlTTVIYirrVBOTTLLIVVTlt lit 



OCT»« * » « * w * v^TATACAGAO fTTT > IVT1 A > CATT AAAOOAATTATCAATA AAA CA qLaCCIAAACTAAAATOOTTAT AA 113 
TXrVITtIIiAltlt»xiM«TI»KVKIft. lt , 



